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Four weeks ago, Mrs. C. was an 

anxiety patient, complaining 

of weakness, trembling, sweating, 

tachycardia, on the slightest 
exertion. Her symptoms followed family 
reverses; home life became disorganized, 
she couldn’t cope with housework. 
Therapy with TRILAFON, 4 mg. t.i.d., 
and a weekly office visit to discuss 
her feelings have worked wonders in 
reactivating this patient. She’s on 


maintenance dosage now, 2 mg. t.1.d., 
able to work very well, and wide-awake 
and active all day long. 


mobilizes patients immobilized by anxiety 


Trilafon 


perphenazine 
when you want to avoid drowsiness 


e helps the patient contain anxiety, tension 

e restores normal working capacity 
TRILAFON Tablets—2 mg. and 4 mg.; bottles of 50 and 500. 
TRILAFON REPETABS,® 8 mg.—4 mg. for prompt effect in the 
outer layer and 4 mg. for prolonged relief in the timed-action 


inner core; bottles of 30 and 100. 
For complete details on TRILAFON consult Schering literature. 


SCHERING CORPORATION + BLOOMFIELD, NEW JERSEY 


TR 


7 
? 
| = 


BEFORE IT BEGINS. 


PROPHYLACTICALLY Before delivery KONAKION prevents neonatal hemorrhage, 
rapidly establishes physiologic prothrombin levels in the 
newborn. 

and Before surgery KONAKION minimizes the risk of hemorrhage 
by normalizing prothrombin time, especially important in 
biliary procedures. 

THERAPEUTICALLY  KONAKION for 
* excessive hypoprothrombinemia due to 

anticoagulant therapy 
+ inadequate intake or utilization of vitamin K 
* neonatal hemorrhage 
+ g.i. disorders with prolonged diarrhea 
KONAKION~—a potent synthetic vitamin K, with a wide margin of 
safety and rapid rate of absorption unequaled by other vitamin K 
preparations. Convenient low-dosage forms for oral, intramus- 
cular, or intravenous administration. The parenteral form ix an 
exceptionally fine aqueous dispersion, compatible with most LV. 
vehicles, and packaged for economical one-time use. 


Capsules —5 mg; Ampuls —1 mg/0.5 cc, 10 mg/1.0 cc, 25 mg/2.5 ce brand of vitamin K, 


ROCHE asorarorics - Division of Hoffmann-La Roche Inc + Nutley 10, New Jersey +e 3 
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CONTACT LENSES 
INDICATED. 
VENT-AIR POSSESS THESE 


Four peripheral vents 


Corneal apical clearance 


Ultra-Smoothness of Inner 
and Outer Surfaces 


Highly absorptive methyl- 
methacrylate composition 


Precision-ground 


Custom-fitted 


Hyper-thinness of edge 


or center 


Widest range of inner 
radii 


Cosmetic, pin-hole and 
tinted effects 


Permit topical circulation of lachrymal and gland- 
ular secretions without excessive motility 


Favors normal corneal metabolism and oxygenation 


Avoid limbal epithelial and tarsal conjunctival 
exacerbation 


Simulates “‘wetting’’ and moisture-retention pro- 
perties of cornea (of military specification) 


Prescriptive qualities exact to + 0.12 D. with 
precise allowance for vertex refraction and la- 
chrymal factor (exact to .02 mm radius in inner 
curvature) 

In uni-, bi-, or tri-curve radii conforming to corneal 
peripheral asphericities 

Maintains uniform thickness in high myopia or 
hyperopia approximating .20 mm irrespective of 
power 

From 5.0 to 10.00 mm providing for extremes of 
keratoconic and megaloglobic dimensions 


For leucomatous, polyopic, iridodialytic and albin- 
ic conditions or other corneal or media anomalies. 


CONTACT LENS LABORATORIES - NEW YORK, N.Y. 
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Ritalin... 


(methyl-phenidylacetate cipas 


renews vigor — with little or no 
effect on appetite or blood pressure. 
C | B ssummit.n. 


for the chronically fatigued. 


(methy!-phenidylacetate hydrochloride CIBA) 

mild antidepressant, unrelated to 
amphetamine, brightens outlook and 
— with little or no 
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for the moody patient... 


(methy!l-phenidylacetate hydroc 

... mild antidepressant, unrelated to 
amphetamine, brightens outlook and 
renews vigor — with little or no 
effect on appetite or blood pressure. 
C 1B ssummit. 


for the convalescent aaah 


Ritalin. 


(methy!-phenidylacetate hydrochloride CiBA) 
... mild antidepressant, unrelated to 
amphetamine, brightens outlook and 
ere vigor — with little or no 

ffect on appetite or blood pressure. 
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Lactum?® formula was selected... 


\2 


Mark ...age 3 days 

Mark’s urea clearance is low—but only normally so, for a 
newborn. Mark’s renal functions will mature in a few days. 
Meanwhile the Dextri-Maltose® carbohydrate modifier in 
Mark's Lactum formula protects him against renal osmolar 
overload. 


Dorothy ...age 1 month 

“Lactum liquid is so easy to use! I just add a canful of 
water to the contents of the Lactum can,”’ Dorothy’s mother 
says, “‘and there’s a day’s supply of formula! I spend less 
time in the kitchen and more time with my baby. And that’s 
the way it ought to be.” 


Sandra...age 2 months 

Sandra's mother didn’t have enough breast milk for her 
hungry little daughter and felt a bit guilty about it—though 
for the average baby, her supply would have been quite 
enough. The extras that Sandra needed were supplied by 
convenient supplemental feedings of Lactum (powder), and 
by Poly-Vi-Sol® drops. 


LACTUM® (MODIFIED MILK FORMULA, MEAD JOHNSON) Liquid / “INSTANT” POWDER 


\ Mead Johnson 


Symbol of service in medicine 
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COSA-TETRACYN 


proven in research 


1. Highest tetracycline serum lev 
2. Most consistently elevated serum levels’ 
3. Safe physiologic potentiation with a natural human metabolite’ 


proven in practice 


4. Rapid clinical response*** 
5. Unexcelled toleration***”* 


Ant. Med. & Clin. Therapy 5: (Jan) 1 
Clin, Rev, 1:25 (April) 1958. 3. Nathan, 


LL; Sedlis, A.; Banrford, J., and Bradley, Ant. Med. 


be 
4 
nd pHeaspoonful (5 cc.) 100 mg. per ce. 
_ Pfizer Scien w well-being Division, Chas. Pfizer & 
and Staffa, wi Dent 
Wsehr. (April) 1 Arch. 
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TRICHOMONAS 
MONILIA 
BACTERIA 


welcome clinical advance... 
effective medication 


in an appealing form 


£6, 
Soft and pliant ‘ob ampon, the Milibis vaginal suppository offers proved therapeutic 
action* in a Vehicle giving unusual clinical advantages to both patients and physician. 


SUPPLIED: BOXES OF 10 
with applicator. 


COVERS CERVIX AND VAGINAL WALL —The pliant Milibis suppository 
disintegrates readily and molds itself to the cervix as well as the 
columns and rugae of the vaginal vault. 


SHORT DOSAGE SCHEDULE-The short course of treatment with 
Milibis—only 10 suppositories in most cases—together with the clean, odorless, 
non-staining qualities eliminates psychic barriers which often interrupt 
longer treatments before complete cure. 


MILIBIS™ 
Vaginal Suppositories 


Now supplied with LABORATORIES 


plastic applicator New York 18, N.Y. 
IT, 

or *97 per cent effective in a study of 564 cases; 
. SUPPOSITORY PLACEMENT 94 per cent effective in a series of 510 cases. 


Milibis (brand of glycobiarsol), trademark reg. U.S. Pat. Off. 
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INTRODUCING 


“,..@ distinct advance in 
parenteral chloramphenicol therapy”” 


subcutaneously 


Highly soluble in water or other aqueous parenteral fluids, CHLOROMYCETIN SUCCINATE solution 
is easily prepared for use by recommended parenteral routes in a wide range of concentrations. Tis- 
sue reaction at the site of injection is minimal, permitting continuous daily dosage, even in children. 
EXCELLENT CLINICAL RESULTS—CHLOROMYCETIN SUCCINATE provides broad-spectrum antimicrobial 
effectiveness and may be used whenever CHLOROMYCETIN is indicated. Since effective blood and 
tissue concentrations of the antibiotic are produced within a short time, clinical response is gener- 
ally rapid. Signs of irritation at injection sites have been few. 

SUPPLY —CHLOROMYCETIN SUCCINATE (chloramphenicol sodium succinate, Parke-Davis) is sup- 
plied in Steri-Vials,® each containing the equivalent of 1 Gm. of chloramphenicol; packages of 10. 
CHLOROMYCETIN is a potent therapeutic agent and, because certain blood dyscrasias have been associated 
with its administration, it should not be used indiscriminately, or for minor infections. Furthermore, as with 
certain other drugs, adequate blood studies should be made when the patient requires prolonged or inter- 
mittent therapy. ; 

*Ross, S.; Puig, J. R., & Zaremba, E. A., in Welch, H., & Marti-Ibaiiez, E: Antibiotics Annual 1957-1958, New York, Medical Ency- 


clopedia, Inc., 1958, p. 817. cA 
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PARKE, DAVIS & COMPANY DETROIT 32, MICHIGAN 


Proven 


in over three years of clinical use 
in over 600 clinical studies 


Specific 


FOR RELIEF OF ANXIETY 


AND MUSCLE ‘TENSION 


Does not interfere with autonomic function 
Does not impair mental efficiency, 
motor control, or normal behavior 

Has not produced hypotension, 
agranulocytosis or sane 


Miltown 


Supplied: 400 mg. scored tablets, 200 mg. s Wit 
Wa WALLACE LABORATORIES, New Brunswick, N. J. 
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“MOTHER” 
by A. Lewin-Funke 


Courtesy of 
The Metropolitan Museum of Art 


lassic therapy 


for preventing and healing 


diaper rash 


excoriation, chafing, irritation 


DESITIN 


OINTMENT 


... enduring in its efficacy 
. pleasing in its simplicity 
... exemplifying pharmaceutical elegance 


| SAMPLES on request DESITIN CHEMICAL COMPANY. 
“2 Branch Ave., Providence 4, R. I. 
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potent - nonhormonal - anti-inflammatory agent 


tablets - alka capsules 


BUTAZOLIDIN tablets or the Alka cap- 
sules are equally effective but indi- 
vidually adaptable in a wide range of 
arthritic disorders. 

Recent clinical reports continue to 
justify the selection of Butazolidin 
for rapid relief of pain, increased 
mobility, and ear’y resolution of 
inflammation. 

Gouty Arthritis: “...95 per cent of pa- 
tients experienced a satisfactory re- 
sponse..." 

Rheumatoid Arthritis: In “A total of 
215 cases...over half, 50.7 per cent 
showed at least major improvement, 
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with 21.8 per cent showing minor im- 
provement...."2 Osteoarthritis: 301 
cases showed “...a total of 44.5 per 
cent with complete remission or ma- 
jor improvement. Of the remainder, 
28.2 per cent showed minor improve- 
ment...."2. Spondylitis: All patients 
“...experienced initial major improve- 
ment that was maintained throughout 
the period of medication.”* Painful 
Shoulder Syndrome: Response of 70 
patients with various forms showed 
“...8.6 per cent complete remissions, 
47.1 per cent major improvement, 20.0 
per cent minor improvement....”? 


idin 


(phenylbutazone 


Ref 1. , Canad. 
M. A. J. 79:634 (Oct. 15) 1958. 
2. Robins, H. M.; Lockie, L. M.; Nor- 
cross, B.; Latona, S., and Riordan, 
D. J.: Am. Pract. Digest Treat. 
8:1758, 1957. 3. Kuzell, W. C.; Schaf- 
farzick, R. W.; Naugier, W. E., and 
Champlin, 8B. M.: New England J. 
Med. 256:388, 1957. 

Availability BUTAZOLIDIN® (phenyt- 
butazone ceicy): Red coated tablets 
of 100 mg. BUTAZOLIDIN® Alka: 
Capsules containing BUTAZOLIDIN® 
(pheny!ibutazone ceicy), 100 mg.; 
dried aluminum hydroxide gel, 
100 mg.; magnesium trisilicate 
150 mg.; homatropine methylbro- 
mide, 1.25 mg. 
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combined hematinic? 


pe 


both blood picture and patient respond to TRINSICON 


Investigators':? have determined that low serum iron may be accom- 
panied by insidious vitamin By deficiencies which result from sub- 
nutrition, increased demand, or lack of intrinsic factor. Coexisting 
vitamin C deficiencies also have been found.* 

These studies suggest that an anemia may be multiple in nature— 
that optimum results would be derived from a combination of thera- 
peutic agents. 

Trinsicon offers therapeutic quantities of all known hematinic fac- 
tors. Prescribe two Pulvules® daily to provide assured response in all 
treatable anemias. 

Trinsicon® (hematinic concentrate A. M. A. Arch. Int. Med., 99:346, 1957, 


with intrinsic factor, Lilly) 2. Am. J. Obst. & Gynec., 70:1309, 1955. 
3. Lancet, 1:448, 1957. 


Bu! LILLY AND COMPANY e¢« INDIANAPOLIS 6G, INDIANA, U.S.A. 
919033 
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THE ACADEMY IN TRANSITION 


Address of the President* 


Rosert L. Levy 


-NIGHT, mine is a dual role—that of new incumbent and 

3] of his predecessor. This combination favors the audience; 
g i for, one speech, traditionally a required item on the pro- 

w gram, can be eliminated without breach of custom. I 
Sesnspenncadtt am deeply sensible of the distinction implied in having 
been asked to continue in office for a second term. Although not un- 
aware of the responsibilities involved, it gives me pleasure to accept 
this opportunity for further service. 

To review, in detail, all that has transpired here during 1958, is not 
feasible. A full account will be given in the Annual Report of the 
Academy. Mention should be made, however, of the many spirited and 
instructive meetings of the Trustees and Council, as well as of the 
Standing Committees which activate the Academy’s varied functions. 
These sessions furnish a potent stimulus to progressive thought and 
action. Throughout the year, I have enjoyed a close association with 
the Director, Dr. Howard Reid Craig, who has been counselor and 
guide, His experience and sound judgment are paramount in all the 


* Delivered at the Annual Meeting of The New York Academy of Medicine, January 8, 1959. 
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affairs of the Academy. 

In accordance with previous practice, various responsible members 
of the full-time staff were requested to submit summaries of the year’s 
doings in their respective departments. In condensed form, these now 
follow. 


SUMMARIZED REPORTS 


The Director—Dr. Howard Reid Craig. In the year 1958, there has 
been an increase in the budgeted expenses of the Academy, due largely 
to advances in salaries, and the greater cost of labor and materials. Despite 
a policy of economy, the Survey Committee urgently recommended 
that the cafeteria be remodeled and modernized, in order to provide 
proper eating facilities for the staff, the employees and visitors. After 
prompt approval by the Council, this project was completed, at a cost 
of thirteen thousand dollars and with gratifying results. The same Com- 
mittee has made other recommendations, also duly approved, which 
involve additional expenses. This means that, in 1959 and 1960, there 
must be found new sources of revenue for general purposes. 

Two recent accomplishments stand out in importance and in their 
implications for the future, The first concerns the Survey Committee. 
Under the chairmanship of Dr. William Barclay Parsons, it has com- 
pleted its work after eight months of intensive activity. The firm of 
Cresap, McCormick and Paget, Management Consultants, was engaged 
to study the operations of the Academy and make recommendations 
with respect to overall administration, the Library and financial man- 
agement. Its report, together with those of the eight Subcommittees of 
the Survey Committee, has been submitted to the Council and has been 
under consideration for the past three months, Some of the recommen- 
dations already have been put into effect, others are still under scrutiny, 
and a number can be effectuated only over a period of time. The final 
report, as approved by the Council, will appear in an early issue of the 
Bulletin. 

The second significant achievement has been the initiation of a 
movement to establish a Central Depository Library, designed to serve 
all of the major medical libraries in the New York metropolitan area. 
Under this plan, each institution would maintain its own current work- 
ing library, using the depository for its surplus. Because the Academy 
Library is the largest and most thoroughly manned in this part of the 
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country, it would seem sound policy to locate such a depository in close 
juxtaposition to the Academy. A suitable building, satisfactory with 
respect to location, size and construction, is available. Last March, ap- 
proximately one hundred librarians, representing all the medical libraries 
in the metropolitan area, held a formal meeting at the Academy and, 
having endorsed the project, appointed a committee to work out details 
of procedure. In June, a meeting was held with the Deans of the six 
New York medical colleges or their associates; also represented were 
two important research institutes. Although no definite commitments 
were possible, the urgency of the problem was recognized and enthusi- 
astic approval was expressed. 

It will require approximately one-and-a-half million dollars to 
acquire the necessary property, set up and organize such a library, and 
provide a pool from which material might be made available to other 
centers across the country. The cost is relatively small as compared 
with that of erecting new libraries within the various universities and 
institutes. This is a community effort and, as such, deserves financial 
help from Foundations and individuals who have at heart the encourage- 
ment of education and research, Support for this project is needed, and 
needed now. 


The Library—Miss Gertrude L. Annan, Librarian. The Library’s 
most important step in 1958 was participation in a plan for regional 
cooperation, as outlined in the report of the Director. The establish- 
ment of a depository library must await the raising of funds, Mean- 
time, action is being taken to survey the holdings of current journals 
regularly received in eleven libraries. From this study, it is hoped that, 
without disproportionate cost to any one library, a wider coverage can 
be achieved. Equally important is a project, already initiated, to deter- 
mine how much duplication may be eliminated among the less impor- 
tant, though necessary, journals which are always received gratis but 


demand processing and storing. 

The Library has been impelled to curtail its purchases of peripheral 
material, not primarily medical. In order that such literature may be 
available when required, inter-library loans from non-medical libraries 
in the vicinity are possible. Such arrangements have been made with 
the Columbia University Library and the New York School of Social 
Work, Similar agreements will be sought with other local libraries. 
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It is of interest to note that, in the surveys of our readers made in 
November, 1957, and March, 1958, the percentage of the non-medical 
public coming to the Library was approximately 50 per cent. The per- 
centage of Fellows of the Academy and their representatives coming 
to the Library in person was about 20 per cent; this is a considerable 
increase over comparable figures in 1947. The trend toward a rise in 
the number of readers has continued, in some degree, in 1958. 

The generosity of the Friends of the Rare Book Room has made 
possible the acquisition of a number of cherished volumes, Additions 
to the collection of local manuscripts are always especially welcome. 


The Committee on Public Health—Dr. Harry D. Kruse, Executive 
Secretary. In its report of a study of tranquilizing drugs, made two 
years ago, the Committee stated that some advertising literature not 
only contained exaggerated claims for the products described, but 
omitted, or gave small space to, contraindications and side effects. It 
was recommended that the Department of Health, with these points in 
mind, survey the literature issued by pharmaceutical manufacturers. 
The study just completed by the Health Department revealed a num- 
ber of misleading methods of presenting ethical products. Since this 
unfair practice is nationwide, it would be most effectively controlled 
by Federal law. Consideration is being given to such action. 

The Committee has concerned itself with two hazards to public 
health which are of increasing significance, namely, radiation and air 
pollution. 

Uneasiness is said to have arisen over the presence of ionizing radia- 
tion in and around research installations, in waste materials from 
industries, and in medical and dental practice. This source of radiation 
is not to be confused with radioactive fall-out, In spite of authoritative 
statements that the dangers in radiation can be minimized by protection 
appropriate to the exposure, it has been reported that some persons 
have become so concerned about the risk as to refuse even diagnostic 
and therapeutic use of radiation. To ensure proper protection for both 
the general public and workers in occupations dealing with radiation, 
the Board of Health drafted an article containing appropriate provisions 
for the Sanitary Code of New York City. Invited to review the new 
section in draft form, the Committee offered several suggestions based 
on study by a subcommittee composed of authorities representing 
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radiology, dentistry and physics. Of special importance was a recom- 
mendation that no limitation should be imposed on the kind and amount 
of radiation that a physician or dentist may intentionally apply to a 
patient, in diagnosis or treatment. It was pointed out that persons under 
treatment or animals subjected to experimentation with isotopes may 
be a source of ionizing radiation, and it was suggested that methods be 
formulated for the handling of such patients and animals. These sug- 
gestions, among others, were incorporated in the Code as enacted in 
1958. 

In response to a request from former Governor Harriman, the 
Committee devoted considerable attention to atmospheric pollution 
other than contamination by radiation. Current thinking indicates that 
the effects of air pollution on health may be either acute or chronic. 
Several well-studied incidents have led to the belief that acute episodes 
may occur under unusual conditions of meteorology and _ terrain. 
Chronic effects are more elusive, but may have far greater significance. 
Long-term exposure to polluted air is under suspicion as a possible con- 
tributory cause of cancer of the lung and as an aggravating influence 
on existing cardiac and pulmonary disorders. In its report, the Com- 
mittee urged more research to provide much-needed information in this 
field. 


The Committee on Medical Education—Dr. Robert L. Craig, Exec- 
utive Secretary. The following scientific programs were arranged: the 
Stated Meetings of the Academy; monthly panel meetings; a three- 
session course for general practitioners, dealing with “Practical Appli- 
cations of Electrolyte and Fluid Balance”; the Postgraduate Week, which 
was concerned with “Research Contributions to Clinical Practice”. The 
sessions of the Postgraduate Week were unusually well attended, due 
largely to the excellence of their content and the eminence of the 
speakers. The scientific exhibit was outstanding. 

The Oppenheimer Lecture was given by Dr. Gunnar Biérck of 
Malmé, Sweden. The Ewing Lecture was delivered by Dr. Charles 
Berman, of the Transvaal, South Africa, The Sections on Microbiology 
and Pediatrics held a joint two-day symposium on “Viral Infections in 
Infancy and Childhood”; three of the nineteen lecturers were from 
foreign countries. 

Under the Bowen-Brooks Scholarship Fund, a resident surgeon at 
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Memorial Hospital is now taking further training in chest surgery at 
the Brompton Hospital, London, England. 


The Committee on Medical Information—Dr. lago Galdston, Exec- 
utive Secretary. As usual, many inquiries have been answered and a 
number of manuscripts, submitted by various weekly and monthly 
publications, have been reviewed. 

The “Whither Medicine Pilot Study” has gone on. At a series of 
meetings, guest speakers have discussed the medical aspects of educa- 
tion, economics, industry, hospital services and the role of pharmaceu- 
tical houses. Eventually, this material will be assembled in book form. 

The Committee has published three volumes: Panic and Morale, 
The Impact of Antibiotics on Medicine, and The Family in Contem- 
porary Society. 

The weekly FM program, “For Doctors Only”, has been continued. 

The annual Eastern States Health Education Conference was held 
at the Academy and was devoted to the topic “Toward a Philosophy 
of Public Health”. The third conference of the Institute of Social and 
Historical Medicine was held at Arden House; its subject was “Nutri- 
tion”. 

In May, the Rockefeller Institute and the Academy acted as joint 
hosts for the annual meeting of the American Association for the 
History of Medicine. 

The current series of “Lectures to the Laity” is entitled “Science— 


Man’s Master or Servant? 


The Bulletin—Dr. Robert L. Craig, Secretary and Editor. The Bulle- 
tin has continued to publish original articles presented at various 
Academy meetings and functions. In addition, there have appeared 
abstracts of papers given at the meetings of the New York Pathological 
Society and at scientific sessions of the New York Heart Association. 
The Bulletin is distributed gratis to all Fellows of the Academy. 
It has a wide circulation, both paid and exchange, in this country and 
abroad. 


A Nore on THE CHANGING SCENE 


The rapid progress of science during the past several decades has 
exerted a powerful influence on medicine. Attitudes toward education, 
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research and practice have been subjected to basic modifications which 
will, and must, undergo further evolution. Tonight is not the time to 
dilate on this theme; but the Academy, through its Council, has 
realized the need for self-examination, The survey, to which reference 
already has been made, is finished, except for a special report on the 
Library. In brief, these are a few of the recommendations which have 
been approved: 

1. There are to be three new appointees—a business manager, a 
director of public relations and fund-raising, and a coordinator of med- 
ical education. A Committee of Fellows will serve with each. 

2. There will be created a Division of Publications and Medical 
Information, with the Editor of the Bulletin in charge. 

3. There will be appointed a Committee on Special Studies, to re- 
place the present Committee on Medical Information. 

4. The Editorial Board of the Bulletin will be reorganized in a 
manner which should enable it to function more actively. 

5. Three laymen, expert in the field of finance, will be asked to 
serve as consultants to the Investment Committee of the Trustees. 

6. An Executive Committee, composed of the Officers of the 


Academy, with the Director as an ex officio member, is empowered to 
act for the Trustees and Council in emergencies, 

Undoubtedly, there will be differences of opinion as to the wisdom 
of instituting some of the proposed innovations. Those who assumed 
responsibility for action may find a measure of comfort in a thought 
expressed by Alexander Pope in his “Essay on Criticism”, written just 
two hundred and fifty years ago: 


“*Tis with our judgments as our watches, none 
Go just alike, yet each believes his own.” 
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CITATION AND PRESENTATION 
OF THE 
ACADEMY MEDAL* 
TO 


F. PEYTON ROUS, M.D. 


C. P. Ruoaps 


Director, the Sloan-Kettering Institute for Cancer Research, New York, N. Y. 


Usesesesesese 


YEARS pass it becomes more frequently in order for the 


ute to a somewhat older one. To perform this function 
a pupil of the senior is usually selected, or at least one 
aseseseseses4 who has some direct scientific or other reason to be 
indebted to the recipient of the honor. To discharge his duties properly, 


4) somewhat younger individual to speak publicly, in trib- 
As 8 


G 


moreover, the payer of tribute is expected to bring forward some unique 
twist of phrase which will distinguish or make memorable his comment. 

Until recently I have never had the honor of working with Peyton 
Rous, and I have no gift of words adequate to discharge properly my 
responsibility on this occasion. My contact with this man has been, 
however, of such a peculiar, and to me inspiring, nature as to lead me 
to acquiesce with the suggestion that | refer to it publicly, in tribute to 
this notable recipient of the Academy Medal. 

Since it is usual and useful to refer to biographical matters, | would 
remind you that Dr. Rous was graduated from Johns Hopkins Uni- 
versity in 1900, and received his medical degree in 1905. He interned 
at the Hopkins Hospital in medicine, became interested in pathology 
and continued this interest at Michigan. He was called to the Rocke- 
feller Institute in 1909 and has been there, and a leader there, since 
that time. 

Recall, if you will, the role of Hopkins in the revolution in medical 
teaching and research under way then, the inspiration given to younger 
men by its very great faculty, and its unique point of view. 

The problem of the control of cancer disease mounts steadily 


* Presented at the Annual Meeting of The New York Academy of Medicine, January 8, 1959. 
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F. Peyton Rous, M.D. 
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in importance. The major steps toward its solution have been made by 
a relatively small number of individuals. Among these Peyton Rous 
was, in 1gt1, one of the first. Our modern knowledge of the neoplastic 
process has been constructed to a large extent around his contributions. 

His original demonstration of the cell-free transmission of fowl 
neoplasms was complete, and at the same time revolutionary. It re- 


mained a storm center of discussion among workers in cancer research 
for forty years, Its significance for an understanding of cancer has been 
fully appreciated only recently. This work remains a landmark not only 
in the field of its direct application, but also in virology as a whole. 


But Peyton Rous saw beyond the circumscribed area of a single 
technique. When its possibilities were temporarily exhausted by the 
limited knowledge of the time, he turned, with similar skill, to other 
fields. 

Modern hematology, replete with knowledge and procedures, gives 
little hint of how mysterious were the mechanisms of blood generation 
and destruction thirty years ago, Transfusion was a major surgical un- 
dertaking. The preservation of blood was inconceivable, its destruction 
little understood, and its production a mystery. “Anemia” was a diag- 
nosis almost as useless as “fever” had been before our knowledge of the 
bacterial etiology of disease. Peyton Rous and his associates went far 
to illuminate these biological recesses. 

Immunology was also the gainer by his work. New knowledge of 
the source of antibodies was made available. The discovery of hydro- 
carbon carcinogens and of a virus-induced cancer of the mammal by 
Shope brought additional new tools to hand. The complementary ac- 
tions of the carcinogens and tumor viruses became a major step forward 
in cancer research, It contributed much to our thinking on hidden or 
latent viruses that may spring into action under some apparently un- 
related stimulus. 

I have recounted, perhaps inadequately, some part of the formal 
record. May I now refer to a more personal and largely unrecorded 
aspect of his work. This was his contact with and influence on younger 
men. 

As a young pathologist just entering the field of investigative med- 
icine, I had early contact with Dr. Rous in his capacity as editor of the 
Journal of Experimental Medicine. 1 am afraid that I was a brash young 
man at the time, distinctly overestimating the importance of the manu- 
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script I had submitted. In retrospect, this was not surprising since the 
work had no value whatever. 

Dr. Rous, gravely and patiently, reviewed my efforts with me, de- 
molished my conclusions, refuted my claims and made clear the proper 
use of my native tongue. He then rebuilt on the ruins such a clear pic- 
ture of the problem, and the procedure required to solve it, that my 
conceit was converted almost imperceptibly to inspiration, my enthusi- 
asm to resolution. As I left the generous, patient, and kindly man, I 
was no longer the same individual. I was, however, wholly convinced 
that if | worked very assiduously, with the greatest vigor, for a very long 
time, perhaps I could make a real contribution. 

Nothing, please be assured, could have turned me then from a life 
in medical science. 

And realize, if you will, that the world of medical research is now 
strongly influenced by many, many individuals, much more deserving 
than I, who chose that career because of Dr. Rous’ unique capacity for 
making inspiration stick and become an irrevocable resolution. 

May I then, express my deep feeling and that of many others by the 
following words in appreciation of Dr. Peyton Rous: 


DETERMINATION WITHOUT DOGMATISM 

CONSISTENCY WITH CONSIDERATION 

WISDOM WITH GENEROSITY 

A MOST BELOVED PHYSICIAN 

TO WHOM SCIENCE OWES SO MUCH 

TO WHOM THE CHARACTER OF SCIENTISTS OWES MORE 


And may I then, Peyton, present to you the Medal of The New 
York Academy of Medicine, a small recognition of what you have 
meant to so many. 
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CITATION PRESENTATION 
OF THE 
ACADEMY PLAQUE* 
TO 


MontrGcomerRy B. ANGELL, Esa. 


Howarp Reip Craic 


Director, The New York Academy of Medicine 


© HAS BEEN my privilege and pleasure, over the past few 
years, to have been asked by the Academy Committee 
on Honors to present, on behalf of the Academy, this 
Plaque. It reads, “For outstanding service to The New 
esesesesesesa) York Academy of Medicine.” However, to me the im- 
plications are far broader and deeper than the word “service” connotes. 


Fortunately, the bestowal of the Plaque is not limited to physicians or 
to Fellows of the Academy, and for that reason takes on added signifi- 
cance, It recognizes, beyond the limits of tangible services, extra- 
ordinary interest in the affairs of the Academy and real friendships that 
have been engendered by mutual association, Our guest this evening 
fulfills these criteria to an outstanding degree. 

Educated at Princeton and at the Harvard Law School where he 
was a member of the Law Review, our friend joined the Interstate 
Commerce Commission until the outbreak of World War I. He entered 
the Armed Services as a captain of infantry, was later promoted to 
major and served with the 81st Infantry Division in the Vosges and the 
Meuse-Argonne offensives, in recognition of which he received the 
Croix de Guerre with gold star and a French Army Corps Citation, 

Returning from the war, he went to the Treasury Department in 
Washington and later to the General Counsel’s office of the Federal 
Reserve Board. In 1921, he became associated with the firm of Stetson, 
Jennings & Russell, which later became Davis Polk Wardwell Sunder- 
land & Kiendl, which firm has been counsel to the Academy for over 
thirty-five years and of which our guest is now a senior partner. 

He is a lawyer scholar, having contributed articles dealing with 


* Presented at the Annual Meeting of The New York Academy of Medicine, January 8, 1959. 
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taxation to many law reviews and to the Practicing Law Institute. So 
much for very bare biographical facts. 

It was our guest who, in the nineteen-thirties, during the Director- 
ship of Dr. John A. Hartwell, with great labor and skill, engineered, 
before the Department of Internal Revenue, the establishment of The 
New York Academy of Medicine as a tax-exempt, educational institu- 
tion, This is easy to recount in retrospect, but it involved a knowledge 
and an insight into the affairs and the philosophy of the Academy that 
far transcended any routine tax procedure. For this the Academy will al- 
vays be grateful. 

And then again in 1949, it seemed expedient, for other reasons, to 
have the Academy’s tax position reviewed and reaffirmed. Once more 
our friend took the bit in his teeth, accumulated a tremendous mass of 
data and exhibits of varied kinds, prepared his briefs or arguments or 
whatever attorneys call them, and again the position of the Academy 
was affirmed. My telling is terse, but I assure you that the work in- 


volved was enormous. 
Finally, during the course of the recent Academy survey which 
President Levy has noted, our guest served most helpfully and effective- 


ly on the Committee on Finance, Meeting as a member of this Com- 
mittee, his counsel, his breadth of view and his inside knowledge of the 
Academy aided immeasurably in bringing out of that Committee 
constructive and practical recommendations in respect to the manage- 
ment of the Academy’s external finances. 

But, more than all this, the Administration of the Academy has 
always felt that in our guest we had not only wise counsel, but a real 
friend. Too often, business or legal relationships are casual, cursory 
and cold. The Academy has been fortunate, indeed, to have enjoyed 
a relationship with our guest and his confreres that has been one, not 
only of confidence and trust, but, as well, of warmth and friendship. 

I have great personal pleasure and satisfaction in presenting this 
Plaque which is inscribed: 

PRESENTED TO 
MONTGOMERY B. ANGELL 
IN RECOGNITION OF 
OUTSTANDING SERVICE TO 
THE NEW YORK 
ACADEMY OF MEDICINE 
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MANAGEMENT OF 
PORTAL HYPERTENSION * 


ArtTHUR B. Vooruees, Jr. 


Instructor, Department of Surgery, College of Physicians and Surgeons, 
Columbia University; Assistant Attending Surgeon, The Presbyterian Hospital, New York, N. Y. 


Msesesesesese) CONSIDER it a privilege to speak to you on the subject of 

portal hypertension and, more specifically, on the clinical 

| management of cases that exhibit the syndrome. It is a 

subject of particular interest to me, and I feel most 

A © fortunate that my association with Dr. A. H. Blakemore 

has enabled me to become an observer, a recorder, and in a small way, 

a contributor to the enormous amount of pioneer work that he has done 
in this field. 

A transient elevated pressure within the portal system exists in many 
normal physiological states; for example, in direct response to histamine 
or epinephrine, in response to the Valsalva maneuver or following 
hepatic plexus stimulation. A reversible elevated pressure also exists in 
many pathological states, such as congestive heart failure, bronchial 
asthma and pericardial effusions. However, the irreversible pathological 


states of constrictive pericarditis, inferior vena cava, hepatic vein, in- 
trahepatic and extra-hepatic venous obstruction are of particular i interest 


to the physician because of the usually striking anatomical deformities 
which lead to the diagnosis of portal hypertension. The surgeon shares 
an equal interest because of his increasing capacity to correct some of 
its causes or results. 

This evening I wish to limit my discussion to the most frequently 
encountered form of portal hypertension, that which is secondary to an 
intrahepatic venous block caused by portal cirrhosis, It is generally be- 
lieved that hypertension is due to a deformed intrahepatic vascular 
anatomy, which is caused by hepatic cell death followed by irregular 
and eccentric nodular regeneration. The expanding nodules obliterate 
or compress some of the sinusoids and portal vein radicals, while other 
sinusoids dilate and bring about ease of communication between hepatic 


* Presented at the Postgraduate Week, Research Contributions to Clinical Practice, of The New 
York Academy of Medicine, October 16, 1958 
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Taste L--PORTACAVAL SHUNT FOR PORTAL HYPERTENSION 
1943-1958 


Intrahepatic Block 
Attempted 


Extrahepatic Block 
Attempted 


arterioles and portal vein branches. Through death of the lobule and 
eccentric regeneration, the central vein comes to be situated near the 
periphery of the nodule; therefore, portal venous and hepatic arterial 
blood can pass directly to the central vein and thus by-pass much of 
the parenchyma. These vascular changes, summarized by Popper & 
Shaffner', are of particular importance because they set the stage for 
portal hypertension and for diversion of the blood supply from the 
regenerating hepatic cell. Hemorrhage from varices is likely, and each 
hepatic cell is on the brink of anoxia. 

General as these terms have been, they govern much in our phi- 
losophy of management and explain why we are reluctant to subject a 
patient to the stress of an operation following a shock-producing hemor- 
rhage; why we are anxious to stop hemorrhage and not just keep up 
with it by transfusion; and why we are not surprised to see evidence 
of diminished liver function following relatively minor bleeding from 
varices. 

The bulk of experience which I wish to summarize has been derived 
from a series of 318 cases collected from 1943 to 1958 (Table 1). From 
this point on I should like to take up four major management problems 
in the same sequential order in which they frequently confront the 
physician. 

Hemorrhage from Esophageal Varices: Bleeding from varices is not 
always large in amount, but frequently it is, and at such times it requires 
the facilities of a hospital for control, The diagnosis of bleeding from 
varices is not always easy to make, since the bleeding must be dif- 
ferentiated from that of peptic ulcer. In our overall series there has been 
a coincident ulcer or ulcer history in 25 per cent of the cases, and for 
this reason an esophagram on an emergency basis is undertaken if the 


Bull. N. Y. Acad. Med. 


= . 318 
70 
6 
4 
3 a, 
‘Re 
> 


MANAGEMENT OF PORTAL HYPERTENSION 225 


Taste II—HEMORRHAGE CONTROL—60 CONSECUTIVE CASES 
1956-1958 


Current Bleeding 25 


No Ascites Balloon Stopped 
Balloon Failed to Stop 


Stopped Spontaneously 


Ascites Balloon Stopped 
Balloon Failed to Stop 


patient’s condition permits, The esophageal balloon can be used as a 
differential diagnostic tool to aid in distinguishing esophageal from 
gastric bleeding. Often this is a clear-cut separation, but it is by no 
means absolute. General support in the form of oxygen, blood, and bed 
rest is given and, if there is evidence of continued bleeding, balloon 
tamponage is favored as a method of control. 

Linton* passes a large balloon into the stomach, inflates it by a 


double-lumen tube and applies two pounds of traction for 8 to 12 hours, 
during which time the blood volume is restored and the patient is pre- 
pared for transthoracic esophagotomy and ligature of varices. All 
patients are committed to operation. Linton reports an 80 per cent 
success rate, but he does not delineate the severity of the disease in 
which this result was achieved. 

Blakemore advocates passage of a double balloon, triple-lumened 
tube for compression tamponage. He thereby avoids committing all 
patients to immediate operation and reserves operative ligation for those 
who fail to be controlled by compression alone. 

The esophageal balloon tube is a useful, life-saving but treacherous 
device. We are fully aware of its capacity to lead to aspiration, asphyxia- 
tion, and esophageal erosions. Most of these tragedies can be averted 
only through strict attention by the physician and watchfulness on the 
part of specifically trained personnel. A recent series reported by Conn* 
serves to emphasize that, if inadequately supervised, compression tam- 
ponage by the esophageal balloon can lead to serious complications, 
many resulting in death. 

A series of 60 consecutive cases was selected because of uniformity 
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Taste ILI—DEFINITIVE THERAPY—60 CONSECUTIVE CASES 
1956-1958 


Current Bleeding 2! Deaths 


No Ascites . PC Shunt 


Ascites ‘ PC Shunt 
Varices Suture 
No Operation 


Previous Bleeding 


No Ascites . PC Shunt 


Ascites PC Shunt 


of management (Table II). Balloon tamponage failed to stop bleeding 
in roughly one-half the cases that were actively bleeding on admission 
to the hospital. Our experience has undoubtedly been shared by other 
surgeons and has led to other therapeutic attempts, all operative. Spe- 
cifically, | am referring to segmental gastric and esophageal resections 
and the emergency portacaval shunt, Although a substantial percentage 
of patients survive these operations, it is highly unlikely that this per- 
centage will approach that of patients who survive a portacaval shunt 
electively performed after hemorrhage has been conservatively con- 
trolled. If these procedures are reserved for the individuals in whom 
hemorrhage cannot be controlled, the risks would be prohibitive. For 
these reasons, we currently advocate early esophageal balloon tampon- 
age without traction; and if this fails to stop bleeding, we recommend 
simple gastrotomy with direct suture of gastric varices, the usual source 


of bleeding in instances where esophageal balloon tamponage has failed 
(Table 

During episodes of massive bleeding from varices, coma is a com- 
mon complication, Although we are reluctant to accept the ammonia 


intoxication syndrome as the sole etiological mechanism, the concept 
has provided certain valuable therapeutic tools. Mechanically ridding 
the gastrointestinal tract of substrate for bacterial action and modifying 
bacterial activity by antibiotics can produce a dramatic awakening in 
many instances. The use of glutamic acid or arginine has, in our ex- 
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perience, been of little proven value. Our impressions have been com- 
parable to those recently reported by Reynolds, Redeker, and Davis’. 

Preoperative Management and Case Selection: Assuming that 
hemorrhage has been brought under control, the next step is to prepare 
the patient for some therapeutic measure that will prevent repetition of 
hemorrhage. Although the precise mechanism of initiation of bleeding 
from varices is not always known, it has been observed that once an 
individual case has bled, repetition is likely. Preparation of the patient 
is synonymous with a strict medical program for the treatment of 
cirrhosis; and to date, that which has been set forth by Patek has been 
the most acceptable. In 1953, Blakemore and Fitzpatrick® set forth what 
they felt were critical levels of liver function studies dividing the good 
from the bad surgical risks. The good risk patient had a cephalin floccu- 
lation of 2 + or less, a BSP retention of 30 per cent or less in one 
half hour, a serum albumin of 3.5 gm. per cent or more and a serum 
bilirubin of 1.5 mgm. per cent or less. During the past three years an 
addition has been made to these criteria which seems to be of para- 
mount importance. If, while on a well-controlled medical regimen in 
a hospital, the patient can demonstrate the capacity to improve a de- 
pressed level of liver function or to sustain a high level, then the post- 
operative mortality will be less than 5 per cent. 

It is, therefore, our practice to advise definitive surgical therapy for 
only those cases in which a reserve capacity of the liver can be demon- 
strated and to discourage surgical therapy for those cases in which 
liver function continues to deteriorate despite a good medical regimen. 

Selection of Operation: At present there are three general classes of 


operations for the control of bleeding from gastric and esophageal 
varices: 


1. Interruption of the blood supply to the varices. 
2. Excision of part or all of the varices-bearing segment of the 
upper gastrointestinal tract. 

3. Decompression of the portal venous bed by a portacavs al shunt. 

In regard to interruption of the blood supply to the varices, be it ac- 
complished by direct suture as advocated by Crile® or blood vessel inter- 
ruption as advocated by Tanner’, control of bleeding is at best tem- 
porary. Excision of part or all of the varices-bearing segment of the 
upper gastrointestinal tract can be an effective method of controlling 
hemorrhage. The main disadvantage is that it is frequently attended by 
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Taste IV—EXPECTED SURVIVAL FOLLOWING PORTACAVAL SHUNT 
(Operative deaths excluded) 


Year Approx, Ye Alive 
Ist 90% 

2nd 

3rd 

4th 60% 

5th 

6th 

7th 30% 

8th 20% 


nutritional disturbances, undesirable in the long term therapy of cirrhosis. 
For this reason, we have reserved these procedures for those cases in 
which a portacaval shunt cannot be performed. 

The portacaval shunt, in our opinion, remains the procedure of 
choice and, of the possible varieties, the end-to-side portal vein-to-vena 
cava anastomosis is the most uniformly efficient. The instance of sub- 
sequent hemorrhage in a series of 318 has been 15 per cent for the 
portal vein-to-vena cava shunt and 45 per cent for the splenorenal shunt. 
A significant number of the failures of portal vein-to-vena cava shunt 
can be attributed to mechanically poor anastomoses resulting from an 
unusually small or partially thrombosed portal vein. In selected in- 
stances, the use of splenoportography, as advocated by Rousselor*, 
facilitates the decision as to whether to use the portal or the splenic 
vein in establishing a shunt, 

Follow-Up Care: In any given case where acute massive hemorrhage 
has been controlled by tamponage and where the patient has been suc- 
cessfully prepared for and carried through a portacaval shunt, we be- 
lieve that we have extended life expectancy. By the very nature of the 
disease process, which encompasses an enormous number of variables, 
direct comparison with a control series of conservatively treated cases 
can often be challenged. It is a universally accepted clinical impression 
that hemorrhage from varices can initiate a chain of events that leads 
to rapid liver failure and death. Philosophically, any therapeutic mea- 
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Taste V—EPISODIC STUPOR—60 CONSECUTIVE CASES 
1956-1958 


Portacaval Shunts 
Survived Operation 
Episodic Stupor 


‘Temporary Associated Diabetes 
Associated Ascites 


Prolonged Associated Diabetes 
Associated Ascites 
Associated Diabetes & Ascites 


No Episodic Stupor 2 Associated Diabetes ——— 
Associated Ascites ... (mild) 


sure that controls active homorrhage or prevents future hemorrhages 


should be of value, if, at the same time, the measure does not accelerate 
the basic disease process in the liver. Without intent to compare, Table 
IV will give some idea as to expected longevity following successful 
portacaval shunt; it includes patients who have had recurrence of bleed- 
ing, presumably as a result of a late failure of the shunt to reduce portal 
pressure to safe levels. 

Episodic stupor (the so-called ammonia intoxication) has been ad- 
vanced by the critics of portacaval shunting as an inherent danger of the 
procedure. This is true, but as our recognition and experience have been 
extended, the dangers of episodic stupor have diminished. 

Uncontrolled, this complication has probably contributed in the 
past to a diminished life expectancy following portacaval shunt. How- 
ever, with the advent of Neomycin and Bacitracin, administered orally 
in combination and in small doses on a long-term basis, patients 
have remained free of episodic stupor for as long as two years, despite 
continued high protein diets (Table V). 

Summary: In summary, it is our current conviction that hemorrhage 
resulting from varices associated with portal hypertension arising from 
cirrhosis of the liver should be controlled immediately by balloon 
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tamponage of the esophageal varices. If hemorrhage is not controlled, 
immediate gastrotomy and ligature of the bleeding points should be un- 
dertaken. After a period of preparation on a controlled medical regimen, 
portacaval shunts should be performed on those patients who have the 
capacity to improve liver function if previously depressed, or sustain 
a high level of liver function if initially present. In those instances 
where a shunt cannot be performed because of portal or splenic vein 
thrombosis, or has failed, obliterative or excisional procedures should be 
considered, 
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THERAPY OF MYASTHENIA GRAVIS* 


Paut F. A. Hoerer 


Associate Professor of Neurology, College of Physicians 
and Surgeons, Columbia University, New York 


INTRODUCTION 


SYASTHENIA gravis is characterized by weakness and ex- 
4] cessive fatigue of striated muscle. The disease is not asso- 
i ciated with specific primary changes in the central nervous 
a) system and for this reason it was named “bulbar palsy 
Leasesesesest) without anatomical findings”, by Oppenheim. Structural 
changes, however, are found with some regularity in the thymus, 
which may persist without involution in adults or may even be enlarged; 
and in about 25 per cent of cases thymomas are found. In addition, 
lymphocytic infiltrations are found in striated muscle with no clear- 
cut relation to the degree of weakness, Lesions resembling myositis and 
true atrophy of muscles are rare and may represent a variant of the 
disease. 

The main abnormality in myasthenia gravis is a disturbance in the 
transmission of the nerve impulse to the muscle for repetitive stimuli 
and particularly for maintained tetanic contraction. The cause of this 
disturbance is most likely a deficit in the acetylcholine metabolism at 
the neuromyal junction, This may be due to an excess of cholinesterase, 
the enzyme which hydrolyzes acetylcholine, though this has never 
been actually demonstrated. It is possible that in addition a conduction 
block exists in the endplate of the resting myasthenic muscle. The 


presence of curare-like blocking agents, circulating in the blood of 
patients suffering from myasthenia, has been postulated but is, as yet, 
unproven, It has been suggested that abnormal thymic tissue may be the 


source of this curare-like substance. 
The distribution of the weakness in myasthenia gravis varies 
greatly, Any or all of the striated muscles may be involved in the course 


* Read at a combined meeting of the Section on Psychiatry and Neurology with the New York 
Neurological Society, at The New York Academy of Medicine, April 8, 1958. 
From the Department of Neurology, College of Physicians and Surgeons, Columbia University 


and the Neurological Institute, Presbyterian Hospital, New York, N. 
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of the disease. Weakness of extraocular muscles with diplopia and 
ptosis is the most frequent initial sign and in some cases may be the 
only manifestation of the disease. In most cases other muscles supplied 
by cranial nerves are involved at one time or another, Facial weakness, 
dysarthria, weakness of muscles of mastication and deglutition are com- 
monly found, often early in the disease. In other cases the illness may 
begin with weakness of muscles of the neck and shoulder girdle. Still 
other patients first notice weakness of hip muscles or of dorsiflexors of 
the foot and calf muscles. Dyspnea is rarely seen at the onset of the 
illness. When it occurs, especially combined with dysphagia, the prog- 
nosis is much more serious. 

The degree of weakness may fluctuate considerably in individual 
muscles in the same patient and treatment may alleviate the weakness 
in some muscles but not in others. The extraocular muscles and the 
muscles of articulation are often resistant to drug treatment which 
corrects the weakness of extremity muscles and may remain weak 
when there is a complete remission of symptoms in other muscles. 
These facts and the high incidence of spontaneous remissions have 
to be considered in evaluating therapy. 

The weakness of myasthenic muscles usually increases as the day 
wears on. In mild cases, rest alone may be sufficient for restitution of 
strength, but most patients require some form of drug therapy. Failure 
of vital functions, especially during a crisis, calls for additional measures, 
such as the use of oxygen, mechanical respirators, tube feeding and 
the correction of dehydration and electrolyte imbalance. 


Drucs 
Physostigmine, the antidote for curare, was used unsuccessfully by 
several investigators at the end of the 19th century. Mary Walker in 


1934, using the drug for the same rationale, found striking, though not 
uniform improvement of myasthenic weakness following hypodermic 


injection of 1.0-1.25 mg. of physostigmine salicylate in one patient who 
was able to tolerate the side-effects (cardiovascular, respiratory and 
gastrointestinal) of the drug. 

One of the important pharmacological properties of physostigmine 
is a strong but reversible inhibition of cholinesterase which lasts for 
several hours, Neostigmine, a synthetic physostigmine analogue, a rela- 
tively strong inhibitor of cholinesterase, was tried in the treatment of 
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myasthenia gravis in 1935 and was found to be more effective and 
less toxic than physostigmine. Neostigmine has, in addition, a direct 
stimulating effect on striated muscle. A systematic search for substances 
with anticholinesterase effect, which have also antimyasthenic proper- 
ties, has led to the synthetization of a number of usable compounds. 
Most of these have been tried and discarded because they were less 
efficient or more toxic than neostigmine, which is still the most reliable 
drug for the treatment of myasthenia gravis. Two compounds recently 
produced which have been found to be of clinical value are pyridostig- 
mine (Mestinon) which is related to neostigmine in structure and effect, 
and ambenonium chloride (Mytelase), a compound with a different 
molecule. 

Neostigmine is available in two forms: as methylsulfate, usually in 
a solution 1:2000, for parenteral use and as hydrobromide for oral use 
(15 mg. tablets). In an untreated patient with moderately severe myas- 
thenia, the subcutaneous injection of 1.0-1.5 mg. of neostigmine will 
bring relief of weakness within 10 to 30 minutes, The effect usually lasts 
for 3 to 4 hours with a rather quick “let-down” after this time. The 
ratio of oral to parenteral dosage of neostigmine is approximately 30: 1 
by weight. The onset of action of oral neostigmine is within 30 minutes; 
the effect lasts also for 3 or 4 hours. The average oral dose is 30 mg. or 
two tablets every 3 to 4 hours. In cases with severe weakness, 60 to 75 
mg. may be required every 2 hours around the clock, and when dys- 
phagia is present, this dose may have to be supplemented by parenteral 
medication before meals. Even larger amounts may have to be admin- 
istered to patients with severe weakness. 

Pyridostigmine (Mestinon Bromide) is available in solution, 2: 1000, 
and in tablets of 60 mg. It is immediately comparable with and inter- 
changeable for neostigmine at a ratio of 4:1 by weight. Its effect is 
similar to that of neostigmine. Some patients report a slightly longer 
duration of optimal activity with a less severe “let-down” at the end of 
a 3 or 4 hour period. Average and maximal dosages are about four times 
as great as for neostigmine. We have been unable to confirm the obser- 
vation by some authors that pyridostigmine is more effective than 
neostigmine in correcting extraocular muscle weakness and dysarthria. 
Nor have we noted a longer effect of the drug at night. Side-effects, 
however, are less marked with pyridostigmine than with neostigmine 
in a number of patients. 
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Ambenonium chloride (Mytelase) is another clinically useful com- 
pound, different in its molecular structure from neostigmine, but with 
a comparable anticholinesterase effect. Its anti-curare activity is said 
to be two to three times that of neostigmine. The original impression, 
that its effect is of much longer duration than that of the other two 
compounds, has not been confirmed by our experience. It is available 
in 10 mg. and 25 mg. tablets. The dosage varies from 10 to 40 mg. every 
3-4 hours. The drug is also available in solution for parenteral use. 

Some toxic side-effects develop in most patients when they are given 
neostigmine therapy. With pyridostigmine and ambenonium the side- 
effects are usually, but not invariably, milder. The toxic side-effects of 
all three of these drugs are seldom of a serious nature in cases where 
small or moderately large amounts are required. Many patients develop 
a tolerance for the toxic side-effects of the cholinergic drugs, and do 
not require compensatory medication. 

The side-effects most frequently encountered are referable to the 
gastrointestinal tract: abdominal cramps, increase in peristalsis, diarrhea, 
nausea and occasional vomiting. Next in frequency are signs of glandu- 
lar hypersecretion, most commonly of the bronchial mucosa and salivary 
glands but also occasionally of the sweat and lacrimal glands. Broncho- 
spasm and, in sensitive subjects, asthmatic attacks may occur, Tachy- 
cardia, commonly seen with physostigmine, is encountered rarely with 
neostigmine. In pharmacological terms, these side-effects are classified 
as “muscarinic” phenomena, 

Another group of side-effects consists of excessive stimulation of 
striated muscle with resulting fascicular twitches, spasms of entire 
muscles, “freezing” of muscles, tremor and occasionally incoordina- 
tion. These are “nicotinic” phenomena, 

Finally a paradoxical curare-like effect with paralysis of muscles 
may occur after initial improvement of muscle strength when larger 
than therapeutic doses of neostigmine are administered. 

The most severe form of reaction of anticholinesterase drugs, com- 
posed of all three elements but with muscarinic effects dominating 
the picture, is known as “cholinergic” crisis. This situation is a real 
emergency. Spasm of smooth muscle in the tracheo-bronchial tree and 
extreme oversecretion of mucus and saliva result in profound dyspnea. 
This may be associated with tachycardia and peripheral shock; in addi- 


tion nausea, vomiting and violent abdominal cramps with diarrhea may 
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be present. In cases where dyspnea and muscle weakness are outstanding, 
this state may be mistaken for a myasthenic crisis. Attempts at treatment 
with additional cholinergic medication may be fatal. 

The prevention of muscarinic side-effects consists in administration 
of atropine sulfate, 0.3 to 0.6 mg. in milder cases and 1.0 to 2.0 mg. in 
severe cases. This dose may be repeated (even by intravenous injec- 
tions) every hour in a crisis. Small amounts of atropine (0.3 to 0.6 mg.) 
should be given with anticholinesterase drugs to all patients when 
treatment is started. In some instances atropine should even be given 20 
to 30 minutes before each dose. Some patients prefer tincture of bella- 
donna because the dosage is more easily adjustable. Synthetic analogues 
of atropine have been found useful especially with patients who have 
become habituated to atropine. The “nicotinic” phenomena are not 
controlled by drugs of the atropine series and the use of these drugs is 
not without some inherent danger. The effect on respiratory weakness 


with inability to cough may be unfavorable. Increase in viscosity of 


bronchial secretion may lead to additional respiratory embarrassment. 
In this situation tracheal suction should be used. Plugs of inspissated 
dried mucus may require bronchoscopy for removal. With large doses 
of atropine, which we have to use in many cases, confusion, tachycardia 
and an elevation of temperature may occur, Nevertheless, without 
atropine, correction of weakness by anticholinesterase drugs would be 
incomplete in many cases and impossible in some, The danger of mask- 
ing an impending cholinergic crisis by atropine has in our opinion 
been greatly over-emphasized. 

Many patients gradually lose the extreme sensitivity to the muscar- 
inic side-effects of neostigmine and the other drugs, require atropine 
less often or not at all and may be able to protect themselves against the 
gastrointestinal overstimulation by taking the medicine with meals 
or with small amounts of food at other times. 

Edrophonium chloride (Tensilon) is an anti-curare compound with 
an anticholinesterase action of brief duration. It is used as a diagnostic 
rather than therapeutic agent. Myasthenic weakness in an untreated 
patient may be strikingly relieved in 30 to 60 seconds after intravenous 
injection of 10 mg. of the drug. The Tensilon test has also been recom- 
mended for the differential diagnosis of myasthenic and cholinergic 
weakness, Brief improvement may occur when Tensilon is adminis- 
tered to a patient who is receiving less than the optimal dose of neostig- 
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mine or other anticholinesterases. A transient increase in weakness and 
in the muscarinic side-effects should be expected in patients who have 
received too much of the anticholinergic drugs. Because of the evanes- 
cent effect of Tensilon, there is little or no danger. We have found the 
test misleading at times. Improvement may occur in some muscles 
and worsening in others, probably due to the uneven distribution of 
weakness and drug responsiveness of different muscles in more severe 
cases, 

Evaluation of Conventional Drug Therapy: Patients with mild or 
moderately severe but stable myasthenia may benefit greatly by treat- 
ment with neostigmine and other short-acting drugs and are able to 
lead fairly normal active lives. Many of these patients learn to adjust 
the dosage of medicine to the varying daily needs, adding or omitting 
according to anticipated activities or the fatigue they experience. A 
small number of these patients will have a spontaneous remission, In 
some patients strength is not fully restored by these drugs. The improve- 
ment, for which they pay with some discomfort, is followed within 3 
or 4 hours by a marked let-down. In more severe cases the effect of 
the drug begins to disappear after 2 hours. Many patients take medica- 
tion at intervals through the night or else are unable to get up in the 
morning or to swallow the first morning dose. 

One of our patients, a school boy of 13, known to us since the age 
of 13 months, requires medication varying from 30 to 45 mg. every two 
hours from 6 a.m, to 10 p.m. When this regime is strictly maintained, 
he is able to study and play normally in spite of an almost intractable 
external ophthalmoplegia and facial weakness. If medication is delayed 
beyond the two hour period, he experiences general weakness, dys- 
phagia, dysarthria and at times dyspnea. Other patients with similar 
rigid drug requirements hold jobs or keep house for large families. 


Lone-Actinc Drugs 


For the group of patients who can be kept out of invalidism, the 
uneven maintenance of strength due to the short action of the con- 
ventional drugs is a severe handicap. For this reason, we and others 
have tried long-acting compounds in the treatment of myasthenic 
patients, 

Alkyl Phosphates: A group of highly toxic compounds with a 
profound anticholinesterase effect have been synthesized in recent 
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years for use as insecticides and potential agents for chemical warfare. 
In contrast to physostigmine and neostigmine, the alkyl phosphates in- 
hibit cholinesterase irreversibly. Several of these substances have an 
anti-myasthenic effect of long duration, but, with one exception, 
they are of limited use because of their toxic side-effects, which include 
several central nervous system manifestations (insomnia, over-activity 
and seizures). In addition, the range between the therapeutic and toxic 
doses is narrow. One of these substances, octamethyl pyrophosphora- 
mide (OMPA) is stable in aqueous solution and relatively non-toxic. 
Its therapeutic effects are similar to those of neostigmine as are 
also its muscarinic and nicotinic side-effects. Atropine is the main anti- 
dote for the muscarinic effects. The anticholinesterase action of a thera- 
peutic dose lasts for several weeks, which is presumably the time 
necessary for the body to resynthesize cholinesterase, and for this reason, 
great care has to be taken to avoid overdosage. When fully adjusted 
to the drug, patients may be maintained on 15 to 20 mg. twice a day. 
On this dosage control of myasthenic weakness is achieved without 
the fluctuations which occur with the administration of short-acting 
compounds. The degree of correction of weakness with OMPA does 
not, however, exceed that which can be obtained with neostigmine, The 
manufacture of the drug has been discontinued because of its great 
toxicity during the process of purification for clinical purposes. In 
recent years it was found that certain oximes may be used for the 
reactivation of cholinesterase which has been inhibited by alkyl phos- 
phates. This might have a direct bearing on the future use of these 
substances even though an antidote for OMPA has not yet been found. 

BC Substances: A very promising new approach to the treatment 
of myasthenia gravis is the introduction of polymethylene-linked double 
molecules of neostigmine and pyridostigmine. They are reversible anti- 
cholinesterase compounds with intermediate duration of effect. We 
have used BC-51, a substance with a double pyridostigmine molecule. 
Its chemical formula is: Hexamethylene-Bis- (N-Methylcarbaminoy]-1- 
Methyl-3-Oxypyridium Bromide). The onset of the effect of this 
compound is delayed for about 72 hours, Its inhibitory action on cholin- 
esterase subsides in a similar period of time. Alkyl phosphates by com- 
parison have an action extending over weeks. Toxic side-effects of 
BC-51 so far have been mild in most cases. 


In order to avoid overdosage, patients treated with long-acting drugs 
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should be given suboptimal amounts with supplementary doses of short- 


acting drugs. 


MyastHeNtc Crisis 


Despite an apparently rational therapy, patients die of myasthenia 
gravis. Death from acute respiratory failure may occur suddenly at a 
time of relative well-being or even during an apparent remission, In 
other cases death may be due to insufficient therapy, to overdosage of 
medication or to complete failure of therapeutic agents. 

A respiratory crisis may be preceded by repeated brief episodes of 
dyspnea with spontaneous recovery, Other premonitory signs are anx- 
iety, episodes of confusion, irritability or irrational behavior, Deter- 
mination of arterial oxygen or CO: tension at these times may show 
moderate anoxia or hypercapnia. The treatment for these episodes is a 
parenteral injection of neostigmine. Oxygen should be available. Seda- 
tives are contraindicated at this time for patients who are not in a 


respirator. 
In most cases a crisis is preceded by progressive weakness in spite 


of the administration of increasingly large amounts of anti-myasthenic 
medication. Refractoriness to drugs is often precipitated by an upper 
respiratory infection. 

When these conditions occur, a crisis must be expected. A tank- 


type respirator, tracheotomy set, oxygen and suction equipment should 
be kept available. If time permits, an elective tracheotomy should be 
performed. Following tracheotomy the patient is placed in the respira- 
tor and oxygen administered as needed. Drugs are withheld, atropine 
administered judiciously to keep the airway dry, and suction is em- 
ployed to keep it open, For the average adult the respirator is set for 
a negative pressure of 15 pounds (and if needed a positive pressure of 
5 pounds) per stroke at the rate of 16 strokes per minute, This may be 
modified in order to avoid overventilation and alkalosis, Electrolyte 
balance is maintained by parenteral infusions, especially in patients who 
are dehydrated due to dysphagia or as a result of diarrhea secondary 
to the toxic effects of the drugs. Sedatives may be administered and 
morphine may be beneficial while respiration is maintained mechanical- 
ly. Antibiotics in doses sufficient to prevent pneumonia should be given. 
After a few days, it is usually possible to stop the respirator temporarily 
without removing the patient from it and later the patient can be 
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allowed out of the respirator for increasing periods as tolerated. 

In cases where the muscarinic side-effects of anticholinergic drugs 
are outstanding, they should be discontinued for at least several days. 
In some cases, however, small amounts may be used in order to permit 
the patient to communicate, cough and swallow. A period of relative or 
complete abstinence from the drugs may lead to a return of sensitivity 
to medication, usually at much lower levels than before the crisis, In 
some cases a remission may follow a crisis. 


THY MECTOMY 


Hyperplasia of the thymus and thymic tumors is found in a large 
percentage of cases, Figures from several large clinics vary from 15 to 
25 per cent. There is at this time no convincing evidence of a causal re- 
lationship between these abnormalities and myasthenia gravis. The high 
incidence of these findings certainly needs explanation. 

The evaluation of the results of surgical removal of thymic tissue for 
myasthenia gravis is difficult. Various factors must be considered. They 
are, age and sex of the patient, duration and severity of the illness and 
the presence or absence of a thymoma. The results from the several 
clinics, where large series of thymectomies and thymomectomies have 
been performed, vary considerably. It is, however, generally accepted 
that the presence of a thymoma carries an unfavorable prognosis. This 
is true for operated as well as unoperated patients and is in keeping with 
the fact that thymoma is statistically found in the older age groups and 
is usually associated with a more severe form of the illness. Mortality 
for patients with thymoma is said to be about 66 per cent for the operated 
as well as the unoperated groups. 

From recent surveys it would appear that surgical results are more 
favorable in younger patients who have had the illness for a few years 
and whose requirements for anticholinesterase drugs have been low. This 
includes, of course, the patients with the milder form of myasthenia. 
Young women (15 to 45 years of age) are considered by one group of 
workers to benefit mostly by thymectomy. From other figures it would 
appear that, if properly selected, young men may equally benefit by 
thymectomy. 

The beneficial results of operation, full and partial remissions, occur 
usually after many months and hardly ever immediately after operation. 
It should also be stressed that recurrences of myasthenia occur after 
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surgical treatment and after spontaneous remissions with fatal outcome 


in both groups. 
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MODERATOR IRVING S. WRIGHT: In considering how to present the 
management of peripheral vascular disease, it seemed clear that there 
were many questions which should be discussed by the panel. We shall 
try to do this in an informal manner. When confronted with a person 
with occlusive vascular disease, we must first ask ourselves what we 
wish to accomplish. In order to determine this we must establish a 
diagnosis. We must determine whether there is an arterial or a venous 
occlusion, Sometimes both arteries and veins are involved. Was the 
occlusion gradual or sudden? Was it due to atherosclerosis, thrombo- 
angiitis obliterans, Raynaud’s phenomenon, or an embolic closure? Was 
it due to thrombophlebitis with reflex arterial spasm? Was it due to 
external pressure such as a cervical rib or a hyperabduction syndrome, 
ora tumor? There are many other possibilities to be considered. 


We must then determine the status of the circulation. Is there mod- 
erate ischemia, producing intermittent claudication, is it more serious, 
with impending gangrene, or is there actual gangrene present? Is there 
infection? Is edema present? We must search for underlying diseases 


which must be treated. Does the patient have polycythemia vera which 
tends to increase the likelihood of thrombosis and hemorrhage in both 
arterial and venous trees, thromboangiitis obliterans, or diabetes melli- 
tus? Does he have atrial fibrillation with mural thrombi and_ possible 
embolization? The treatment to be considered must be physiologically 
sound, 

Even such simple questions as the advisability of rest for the affected 
part are at present subject to a critical re-evaluation. Dr, Foley, do you 
place the patient at complete rest? In what position should the foot be 
maintained? How long should the rest continue? How do you deter- 
mine when to allow the patient to be active? Does weight-bearing do 
harm or good? Will you answer a few of these questions? 

DR. WILLIAM T. FOLEY: I think the key to the answer is contained in 
your own statement, made a moment ago, when you said that any treat- 
ment must be based on sound physiological grounds, What are we try- 
ing to do in the patient with arterial occlusion? Of course we are trying 
to increase the blood flow. On the one hand, inactivity may have the 
beneficial effect of placing the part at rest and we know that any 
pathological lesion heals better if it is at rest. Even when one has a sore 
finger, it heals better if one puts it in a splint, or if a lung has a lesion 
such as tuberculosis, we put the patient at rest and minimize the excur- 
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sion of the lung by pneumothorax or some such measure. On the other 
hand, resting an extremity leads to disuse and disuse in all living things 
is associated with atrophy. When in bed, the skin, bone and blood 
vessels atrophy. In a patient with normal circulation, when confined 
to bed, the nails cease growing, the hair does not grow, the bones lose 
calcium, the vessels themselves shrink and one gets decreased blood 
flow. Where is the compromise between these two factors, rest and use? 

I think if one can put the afflicted tissue itself at rest by using a 
bandage or a splint, and can get the patient up and walking, one then 
has the optimum physiological urge for blood flow. We find that a 
patient at rest, compared to a patient who walks, say, 100 yards, has 
a considerably reduced blood flow; the rate of blood flow down the 
iliac artery can be augmented more than ten times if he walks 100 yards. 
There is no modality among all of our therapeutic facilities, either 
sympathectomy or sympathetic block or drugs, or any other measure 
that can increase the blood flow as markedly as exercise does. 

MODERATOR WRIGHT: Dr. Foley, does the presence of infection with 
drainage of purulent discharge influence you? 

pR. FOLEY: I think it does, definitely. If one has a spreading gangrene, 


then the motion of the part involved in having the patient walk may 
tend to spread the lesion and for that reason we have been hesitant 
to have these patients walk, but if we have a demarcated gangrene, then 
we do have the patients get up. 


MODERATOR WRIGHT: Bear weight? 

pR. FOLEY: Bear weight on the foot. 

MODERATOR WRIGHT: Dr. Lord! 

DR. JERE W. LorD, JR.: I should like to refer to a point that Dr. 
Foley alluded to earlier, At first there is acute deprivation of arterial 
flow to the lower extremity. Certainly at the very beginning, other than 
to establish the cause of this deprivation, one should use rest and should 
use it wisely. It has been pointed out many times that one of the harm- 
ful things that some of us might do is to elevate the part, to put it at rest 
on a pillow. It has been brought out that gravity is one of the best 
friends we have to encourage blood flow to that part. Therefore to 
obtain the effect of gravity, it would require lowering the part deprived 
of blood. It is better to raise the head of the bed on blocks rather than 
to gatch the bed or to put it in mid-Fowlers position. Raising the head 
of the bed 6 or 8 inches brings the heart level with the toes and gradually 
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encourages the blood to flow through the collateral circulation. A much 
better method, if one has such equipment available, is the properly 
operated oscillating bed. When handled properly, so the foot of the 
bed is lower than the head during part of the cycle, it is a useful device. 
The poorly operated oscillating bed may be worse than not using it 
at all. 

MODERATOR WRIGHT: We are still seeing patients, and Dr. Foley 
currently has one under his care, who have a painful foot due to a 
sudden arterial occlusion. Dr. Foley found that the patient’s doctor 
had elevated the foot on a pillow. For this condition this is the worst 
sort of treatment. It is the opposite of what should be done. With 
arterial blockage, the foot should be kept below the heart level to 
encourage the flow of blood to the extremity. On the other hand, if you 
have good arterial circulation and you have venous obstruction with 
swelling of the foot, elevation of the foot of the bed is indicated. This 
is just common sense. It is just a physiological principle. The oscillating 
bed is the best form of therapy that we have for this problem. It not 
only results in flow of blood, but it also aids in retaining calcium in the 
bones and, to a remarkable degree, gives the person passive exercise 
24 hours a day, which is very important in the care of these patients. 

The next question deals with the use of heat. Heat has been used 
very improperly. We have now seen nearly 100 patients who have been 
badly burned, some of them developing gangrene and in some amputa- 
tion has been unavoidable due to misapplication of diathermy, infra red 
lamps, hot water bags or other forms of heat directly to the foot. This 
is especially serious in patients with diabetes where a peripheral neuritis 
has resulted in anesthesia of the foot. These patients are often not aware 
that the foot is being burned until very serious damage has been done. 

Dr. Mendlowitz, how do you use heat, or do you use it? 

DR. MILTON MENDLOWITz: We do not use direct heat at all in the 
treatment of a patient with occlusive arterial disease. There is reason, 
in some cases, to use what is called reflex heat, This is heat applied not 
to the affected limb itself but to the trunk or to an arm in order to 
produce reflex vasodilatation and get whatever inhibition of sympathetic 
nerve discharge can be obtained in this way. This can be done by the 


use of a cradle baker over the trunk, for example. It is only useful where 


some degree of neurogenic vasospasm can be demonstrated, and in acute 
occlusion that is usually in the beginning or immediately after the event 
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has taken place. In the later phases of this condition, vasospasm, if it is 
present at all, is not the important factor that it is in the early stage of 
the embolization. 

MODERATOR WRIGHT: Are there any further comments on the ques- 
tion of heat, Dr. Foley? 

pR. FOLEY: A warm tub bath with the temperature of the water 
carefully controlled so that it is not above body temperature is a very 
valuable adjunct. 

MODERATOR WRIGHT: We are now going to talk about the sympa- 
thetic nervous system. This can be divided into three phases: First, 
there is the question of sympathetic blocks. Should sympathetic blocks 
be used or not used for an acute occlusion? What are the indications 
and the contraindications? The second part is the question of surgical 
sympathectomy, and the third part, the question of the use of drugs 
which attempt to produce a non-surgical sympathectomy. 

Dr. Lord, will you open the discussion of the use and the misuse 
of sympathetic blocks? 

DR. LORD: In any patient who has acute arterial occlusion, the first 
thing to do is to determine whether one can relieve the occlusion, 
whether embolic or thrombotic or traumatic in origin. If we assume 
that we cannot relieve the obstruction by prompt surgical means, then 
intervention on the sympathetic system must be considered. It may be 
employed in two ways with different purposes in mind. One will be 
to try to get rid of all vasospasm of that extremity, realizing that the 
usual medication such as procaine or xylocaine, will last only a few 
hours. The second purpose is to use it as a diagnostic procedure as a 
prelude to sympathectomy. 

If, when the patient is first seen, you cannot do a direct surgical 
procedure on the occluded vessel, then a sympathetic nerve block may 
effect an immediate break of the vasospasm and anticoagulants can be 
started. After the anticoagulant is started, however, I personally feel 
extremely reluctant about carrying out further blocks on the sym- 
pathetics because if hemorrhage occurs, it may not be recognized for 
some time or if recognized, it may be difficult to control. We will then 
use the reflex heat which Dr. Mendlowitz has recommended. 

MODERATOR WRIGHT: Dr. Lord, is there any evidence that keeping a 
patient under reflex heat will prolong the effect of the block as com- 
pared with omitting the use of heat? 
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pr. Lorp: I don’t know of any such evidence. On the other hand, 
it seems to me that, properly applied, reflex heat will do just about 
everything that a paravertebral block will do. The only drawback is 
that the block which gives a complete and immediate response is diffi- 
cult to continue every six to eight hours, both for the patient and the 
physician, whereas the reflex heat can be carried out most satisfactorily 
by the nursing staff. 

MODERATOR WRIGHT: We will discuss sympathectomy a bit later 
but | have another question. It has been stated that the vasodilatation 
which takes place as the result of sympathectomy is almost entirely 
limited to the superficial vessels and that the deep vessels are not dilated. 
If this is true for sympathectomy, would it not be true for a sympathetic 
block and would this factor influence the selection of the cases in which 
you would use block? 

pR. LorD: In the acute stage I think we are all concerned with the 
integrity of the skin and hope to save the limb. We are not concerned 
about intermittent claudication because, for the moment, that has not 
even become a problem. Therefore I think the block or sympathectomy 
may be indicated to try to save the limb in the acute stage of arterial 
insufficiency. There are divergent opinions between medical men and 
surgeons with regard to the value of sympathectomy for intermittent 
claudication. | am one of the group which holds that there is no evi- 
dence that interruption of the sympathetic nervous system improves the 
blood flow to the muscle. I know of no clinical or experimental evidence 
that is incontrovertible, therefore I do not perform a lumbar sympa- 
thectomy on a patient who has intermittent claudication as his only 
symptom. 

MODERATOR WRIGHT: Dr. Mendlowitz, what do you do for your 
patient? 

DR. MENDLOWITz: If there is occlusion of a large vessel and demon- 
strable vasospasm, and by that I mean that one can release this vasospasm 
and produce appreciable change in the temperature of the skin, or if 
other criteria for measuring blood flow, such as the plethysmograph, 
calorimeter or just palpation with the hand, indicate that there is vaso- 
spasm and this is an acute situation, then I think that sympathetic 
blockade is indicated to tide the patient over and save as much of the 
skin and of the limb as it is possible to save. I think that at this point 
the question could be interjected as to whether one could get more 
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of an effect in terms of increased blood flow by such a procedure as 
the intra-arterial injection of Priscoline, which is believed to act not 
only on the sympathetic nerves but also by dilating the capillaries them- 
selves. 

MODERATOR WRIGHT: Dr. Mendlowitz, you have asked a question. 
Can you answer it? 

DR. MENDLOWITZ: I can only say that frequently one is faced with 
a situation in peripheral vascular disease in which the skin figuratively 
hangs in the balance and may be permanently compromised, where the 
femoral artery is patent, yet there is no occlusion above it. In such an 
instance, regardless of additional measures resorted to, such as sympa- 
thetic blockade, it is feasible to inject intra-arterially something in the 
nature of Priscoline, provided one is alert to the rare case in which 
Priscoline can produce an arterial thrombosis. 

MODERATOR WRIGHT: We have not opened the discussion of drugs 
yet, but you have mentioned Priscoline. What about histamine? It has 
been advocated by some workers. 

DR. MENDLOWITz: That involves a more elaborate technique and 
requires setting up an arterial inflow system, It is not, in my opinion, 
very practical unless you have a rather elaborate team with continuous 
nursing and medical coverage. 

MODERATOR WRIGHT: We will get to that a little later. 

Dr. Foley, would you comment on sympathetic blocks, 

pR. FOLEY: I think sympathetic block has the great advantage of 
pinpointing the vascular dilatation, One can limit it to the affected 
limb whereas many of our other measures are apt to produce dilatation 
in all four limbs and also in the trunk. It has the disadvantage that it 
should not be done if the patient is receiving anticoagulants. 

Usually equally good results can be obtained with simpler measures 
such as sub-lingual nitroglycerin. When simpler measures fail, then 
we would use the block. 

MODERATOR WRIGHT: Dr, Lazzarini, do you have any comment? 

DR. ABEL A. LAZZARINI, JR.: Just to say that the sympathetic block 
has the disadvantage of lasting only a few hours and then it must be 
repeated in order to observe any appreciable effects. 

MODERATOR WRIGHT: I think there are two points that we should 
emphasize. One is that if you are going to do sympathetic blocks, you 
should be prepared to do several, at six or eight hour intervals, in the 
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such as paravertebral block or reflex heat. The temperature of the 
skin of the toes should then be determined and should there be evidence 
of vasomotor tone, a sympathectomy may be of value. 

Finally, sympathectomy may be helpful, after medical therapy has 
been proved to be inadequate, in those patients manifesting such func- 
tional disturbances as Raynaud’s disease, reflex pneumatic hammer dis- 
ease, the so-called reflex motor dystrophy. 

MODERATOR WRIGHT: Dr. Lord, 1 would like to have your opinion 
regarding the value of sympathectomy in the treatment of intermittent 
claudication. 

pR. Lord: Not infrequently one sees patients who have intermittent 
claudication and no other symptom such as rest pain, gangrene, or 
ulceration. They walk one or two blocks and have a cramp and stop, 
rest, walk again,—pain comes on walking end goes away with rest. Such 
a patient is often seen in consultation early in the course of his trouble. 
He probably suffered thrombosis of the femoral artery in the adductor 
canal. If early in his trouble a sympathectomy is performed, the walking 
distance will improve in a matter of weeks or months and surgery will 
take the credit. Such a patient, treated by medical management, will do 
equally as well as one treated by sympathectomy and in some instances 
will do better because the sympathectomy may take some of the blood 
away from the calf muscles and divert it to the superficial tissues, Other 
patients who have chronic intermittent claudication but who have not 
followed good medical advice may undergo lumbar sympathectomy. 
If, following that procedure, they follow and adhere to good medical 
measures, they will do better. My own experience, in private practice 
and on the Fourth Division of Bellevue Hospital, is that no patient with 
intermittent claudication has ever been helped by lumbar sympathec- 
tomy who has previously been on good medical regimen. 

MODERATOR WRIGHT: Dr. Mendlowitz, do you advise sympathec- 
tomy in the treatment of intermittent claudication? 

DR. MENDLOWITzZ: No. 

MODERATOR WRIGHT: Dr. Foley, do you use it in the treatment of 
intermittent claudication? 

pr. FOLEY: No, I do not but may I just point out that IT think Dr. 
Lord is a most unusual surgeon, He is a student of vascular disease and 
approaches this problem from a broad point of view. Many surgeons 


approach the sympathetic nervous system as they would the appendix 
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event that the first one does not succeed. | have seen some patients in 
whom the effect was negative after the first one but became pronounced 
after the second or third. 

Secondly, the opinion has been expressed that it was unwise to do 
sympathetic blocks when a patient is on anticoagulant therapy. It is true 
that there have been several deaths reported as the result of this ap- 
proach. However, just for the sake of being the devil’s advocate, | would 
like to record that there are a number of workers who feel that this 
danger has been grossly over-stressed and that actually, if the block is 
done carefully and not in a traumatic way, it can be relatively free 
from danger. 

Dr. Gerald Pratt has reported 2116 blocks in 554 patients on anti- 
coagulants without serious hemorrhage. It is his belief that serious 
hemorrhages are not due to simple puncture but to faulty technique 
resulting in torn vascular walls, This presents the other side of the 
coin. 

Now we will discuss sympathectomy, a more drastic procedure. 
Some patients are not in very good shape for such an operation, yet 
this procedure must be considered. Dr. Lord, will you open this dis- 
cussion? 

pR. LorD: There are three situations in which sympathectomy is well 
worth considering. First, in the individual who has the acute occlusive 
lesion but is not amenable to direct arterial surgery after a block has 
produced marked improvement in a foot which was in jeopardy and in 
whom the symptoms have returned after the block wore off. If there 
is no contraindication to sympathectomy, it may then be valuable in the 
acute stage. I have had a number of patients of that type. 

The second is in the individual who has had excellent medical care, 
in an attempt to improve a chronically deficient circulation to the limb, 
and yet the desired result has not been achieved; when there is still 
cyanosis of toes, rest pain, in addition to the original problem,—a 
patient who is not symptom free and in whom amputation is not indi- 
cated. In such a case sympathectomy may help after testing for vaso- 
motor tone. Dr. Mendlowitz referred to this as “vasospasm”, but I 
prefer to use the term vasomotor tone since some of these patients 
manifest a degree of activity of the sympathetic nervous system which 
is subtle and should be studied in a constant temperature room under 
reduced temperature. Several methods can be used to break the tone 
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such as paravertebral block or reflex heat. The temperature of the 
skin of the toes should then be determined and should there be evidence 
of vasomotor tone, a sympathectomy may be of value. 

Finally, sympathectomy may be helpful, after medical therapy has 
been proved to be inadequate, in those patients manifesting such func- 
tional disturbances as Raynaud’s disease, reflex pneumatic hammer dis- 
ease, the so-called reflex motor dystrophy. 

MODERATOR WRIGHT: Dr. Lord, 1 would like to have your opinion 
regarding the value of sympathectomy in the treatment of intermittent 
claudication. 

pR. Lorp: Not infrequently one sees patients who have intermittent 
claudication and no other symptom such as rest pain, gangrene, or 
ulceration. They walk one or two blocks and have a cramp and stop, 
rest, walk again,—pain comes on walking znd goes away with rest. Such 
a patient is often seen in consultation early in the course of his trouble. 
He probably suffered thrombosis of the femoral artery in the adductor 
canal. If early in his trouble a sympathectomy is performed, the walking 
distance will improve in a matter of weeks or months and surgery will 
take the credit. Such a patient, treated by medical management, will do 
equally as well as one treated by sy mpathectomy and in some instances 
will do better because the sympathectomy may take some of the blood 
away from the calf muscles and divert it to the superficial tissues. Other 
patients who have chronic intermittent claudication but who have not 
followed good medical advice may undergo lumbar sympathectomy. 
If, following that procedure, they follow and adhere to good medical 
measures, they will do better. My own experience, in private practice 
and on the Fourth Division of Bellevue Hospital, is that no patient with 
intermittent claudication has ever been helped by lumbar sympathec- 
tomy who has previously been on good medical regimen. 

MODERATOR WRIGHT: Dr. Mendlowitz, do you advise sympathec- 
tomy in the treatment of intermittent claudication? 

DR. MENDLOWITZ: No. 

MODERATOR WRIGHT: Dr. Foley, do you use it in the treatment of 
intermittent claudication? 

pr. FOLEY: No, I do not but may I just point out that IT think Dr. 
Lord is a most unusual surgeon, He is a student of vascular disease and 


approaches this problem from a broad point of view. Many surgeons 


approach the sympathetic nervous system as they would the appendix 
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or the tonsils,—the indication for removal is because it is there. This 
may be a harsh statement but we have seen hundreds of people who 
were subjected to sympathectomy for no apparent good reason. As 
Dr. Lord’s studies have pointed out, the operation is not warranted in 
most cases of intermittent claudication, 

MODERATOR WRIGHT: Dr, Lazzarini, any comments? 

DR. LAZZARINI: No. 

MODERATOR WRIGHT: It is bad enough to do a sympathectomy where 
it is not indicated, but it is even worse to do a sympathectomy and per- 
mit the patient to continue to smoke. Unfortunately this is a common 
situation. The surgeon does a sympathectomy without insisting that the 
patient stop smoking. Some of these patients have the feeling that they 
are protected because of the sympathectomy. Therefore they continue 
to smoke, despite the advice of other physicians. 

Many of these patients have arterial occlusion because of an embolus, 
often released from a heart in fibrillation. This complication may involve 
any organ. It must be decided whether or not an attempt should be 
made to remove the occlusion by surgery. If the decision is for surgery, 
it should be acted upon promptly. 

Dr. Lord, how do you decide on which cases you will attempt an 
embolectomy ? 

pr. LorD: | think this is the same problem that we face so often in 
the practice of the various branches of medicine and surgery. If we 
could make and follow hard and fast rules, the problem would be much 
simpler. One has to select,—select that therapy, whether medical or 
surgical, which is most appropriate for a particular patient, or con- 
versely, select only those patients who are likely to benefit from a 
specific form of treatment. That selection is often a difficult decision to 
make. In a general way the following has been our experience: I have 
yet to do my first embolectomy in the upper extremity. We have seen 
quite a number of patients who, we believe, had a bona fide embolus 
to the subclavian, the auxiliary, the brachial artery or below and none of 
those patients has lost any tissue when treated medically by the means 
outlined earlier. | have heard of individuals whose hand has gone on 
to gangrene and I have heard of other surgeons who believe that they 
have saved an upper extremity by embolectomy. The lower extremity 
is quite a different problem. I believe the following to be correct: Any 
saddle embolus, unless clear-cut contraindication exists, should be treated 
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immediately by surgery. 

MODERATOR WRIGHT: This is at the lower end of the aorta? 

pR. Lorp: At the bifurcation of the aorta, embolectomy should be 
done promptly. Other than getting the patient to the hospital, relieving 
pain, and treating the heart as best one can, one should Operate as soon 
as possible. Nothing should be done before operation to determine what 
the effect of a paravertebral block might be. 

When one has the same condition at the bifurcation of the common 
iliac or the bifurcation of the common femoral, prompt embolectomy 
is mandatory. When embolism occurs lower in the extremity, in the 
superficial femoral or popliteal arteries, then evaluation of the situation 
in the individual patient must be observed. I personally have never done 
a popliteal embolectomy. I do not believe we could ever have helped 
any patient we have seen. That is not the experience of a number of 
surgeons, They believe popliteal embolectomy may be strongly indi- 
cated, In some instances it may be so, Usually I have operated on the 
lower abdominal aorta and on the major arteries of the upper thigh 
and have been conservative elsewhere. 

MODERATOR WRIGHT: Dr. Foley, you have seen many patients with 
emboli in your day. Do you have further comments? 

DR. FOLEY: | agree completely. | would not change a word. 

MODERATOR WRIGHT: Dr, Mendlewitz! 

DR. MENDLOWITZ: I agree. 

MODERATOR WRIGHT: Dr. Lazzarini! 

DR. LAZZARINI: I agree. 

MODERATOR WRIGHT: I agree, too, This is a sound way to approach 
this situation. Now to consider the problem of small vessels. I have 
seen emboli removed from the popliteal artery, not by Dr. Lord, but 
by others, only to have the vessel thrombose again rather promptly. In 
addition to the embolus or thrombosis with which the patient started, 
you have traumatized tissue. The circulation of the peripheral and col- 
lateral vessels has been interrupted and the operation has actually done 
more harm than good, 

We will now discuss grafts. Dr. Lazzarini has, in recent years, been 
studying the problem of grafts. We shall ask him to open the discussion 
on this subject. 

DR. LAZZARINI: [ think that a summary of the problem of vascular 
grafting lies in the answers to two main questions, The first question is: 
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What type of graft is to be used? The second: In what type of patient 
should the graft be done? 

Regarding the type of graft to be used, considerable study has been 
devoted in recent years to the possibility of using artificial prosthetic 
replacements of blood vessels, in other words, man-made blood vessels 
prepared and fashioned in the operating room. The reason for these 
studies has been the increasing difficulties in securing arterial homo- 
grafts to be used in vascular surgery, namely, obtaining the proper 
donor at the proper time and the problem of preserving and maintaining 
adequate supplies in a blood vessel bank at all times. 

A number of blood vessel banks have been established in many parts 
of the country during the past few years. It has been determined that 
the optimum age for donors of blood vessel grafts is between 15 and 
35 years. These grafts should be taken, with or without sterile precau- 
tions, from patients who die of a known, non-transmissible disease. The 
main problem, of course, has been the question of the practicability 
of the technique, particularly in small communities. 

In recent years considerable experience has accumulated in the use 


of grafts taken without sterile precautions and that have been sterilized 


by chemical or physical means in the laboratory and then preserved by 
various methods. These methods are, in general: freeze-drying tech- 
niques, quick freezing or preservation in a nutrient at 4° C. However, 
the problem of obtaining a sufficient number of donors’ vessels of appro- 
priate size at a given time is still present. Certainly the cooperation of 
the pathologists has helped a great deal but there are many places where 
these services are not available. It is for this reason that there is great 
interest in studying and experimenting with plastic prostheses. These 
are sheets or tubes of different kinds of plastic materials in the form 
of woven fabrics. These materials can be fashioned to proper size and 
shape and, after being sterilized just before use, can be implanted at any 
time. This method has considerable practical advantages over the use of 
natural prostheses such as homografts. 

With natural prostheses, the autografts are taken from and trans- 
planted into the same individual. The vessel is usually a vein graft and 
this procedure has proved very satisfactory in peripheral arterial disease. 
In the past few years considerable clinical experience has been obtained 
in the use of homografts, grafts taken from individuals of the same 
species, When used in peripheral vessels, however, the long-term results 
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have not been satisfactory. Finally, heterografts, or grafts taken from 
individuals of different species, for replacement of central or peripheral 
vessels have not been successful as yet. Although the practicability 
of using grafts from the animal kingdom should certainly be investigated 
further, with the exception of autografts, natural and plastic prostheses 
are at present not satisfactory in the surgical management of peripheral 


vascular diseases. 

MODERATOR WRIGHT: To which vessels do you refer; how large or 
how small a vessel is suitable for grafting? 

DR. LAZZARINI: The main surgical experience has been with replace- 
ment in the thoracic and abdominal aorta. The smaller the size of the 
vessels the more difficult it is to obtain a permanent satisfactory 
result. Vessels smaller than the popliteal arteries are usually unsuitable 
for grafting, not only because of their size but also because of the 
likelihood of extension of the disease. 

MODERATOR WRIGHT: Are there any members of the panel who wish 
to add or take issue with this statement? Dr. Lazzarini has made a very 
sound statement on the technique of vascular grafting. The use of grafts 
is increasing, not only here but throughout the world. Another decade 
will probably show marked improvement in techniques and application. 

Vasodilating drugs: We cannot discuss every drug that has been 
used as a vasodilator. Merely listing them would take too long. Among 
those more commonly used are Priscoline, Roniacol, TEAC, alcohol, 
papaverine, procaine, Dibenzaline, histamine, etc. 

I shall ask Dr. Mendlowitz to outline the broad principles underlying 
the current use of vasodilators having a general systemic effect in the 
treatment of arterial occlusion in the leg. 

DR. MENDLOWITZ: One general principle to emphasize is that most 
vasodilators in current use are effective in the skin circulation. Very few 
vasodilators that I know of are demonstrably effective, despite the 
claims, in the deeper circulation. Therefore if one uses vasodilators with 
the intention of affecting the deeper circulation, that is, the circulation 
in muscle, or specifically for intermittent claudication, then one is not 
likely to be very successful. It should be remembered that intermittent 
claudication tends to improve spontaneously, especially after an acute 
event such as an acute occlusion. 

For intermittent claudication, the logical type of vasodilator to use 
is one which, in addition to having its effect on the sympathetic nervous 
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system, also has an effect on the capillaries, a direct effect in dilating 
capillaries in addition perhaps to relaxing the smooth muscle of blood 
vessels. Priscoline and histamine are in this class and are widely used 
for this reason in peripheral vascular disease. | must confess that when it 
is used orally | am not at all convinced that its effect is demonstrable 
except in a rather small percentage of cases, despite the fact that we 
always use these drugs and despite the fact that I am also convinced that 
they are of some value, This is a very vague statement and I am afraid 
| cannot document it by data because it is based purely on clinical 
impression. However, such data as are available in the literature indicate 
that drugs which act both on the capillaries and on the sympathetic 
nervous system are apt to be more effective than those which act on 
the sympathetic nervous system alone, especially if one is interested in 
treating a process which is compromising the skin circulation, 

As far as general vasodilators are concerned, they all have the defect 
which Dr. Foley pointed out, which is that they dilate all the blood 
vessels instead of confining the vasodilatation to the blood vessels which 
are specifically involved in a single extremity. For that reason, efforts 
directed at the limb by means of intra-arterial medication sometimes 
have a use. 

MODERATOR WRIGHT: Someone in the audience has raised the follow- 
ing question: What is the opinion of the panel regarding histamine 
infusions in the treatment of arterial occlusion? | am going to ask Dr. 
Foley to answer this first because several years ago he was assigned the 
task of analyzing this problem, We would like him to discuss his results. 

pk. FOLEY: First of all, | think histamine is in many ways the ideal 
vasodilator, at least on theoretical grounds, It is a natural substance. It is 
nature’s own vasodilator. Its defects are that its action is fleeting as well 
as general. In an effort to eliminate the general action the idea has been 
advanced that one might inject the artery supplying the limb that needed 
the vasodilatation and thus perfuse the limb with histamine. If the drug 
is injected slowly into the artery it acts locally in the tissues and little 
of it reaches the venous side or into the systemic circulation to produce 
severe headache, a common reaction to histamine. The treatment con- 
sists in attaching a flask of saline to a needle in an artery to which 
histamine has been added. The advantage is that local vasodilatation 
results. In such extremely sensitive structures as arteries, if they are 
irritated or traumatized even to the slightest degree, spasm of the artery 
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itself is apt to be severe, and this is a real disadvantage. In experimental 


animals we have sometimes stuck needles into the femoral artery and 
produced such spasm that we could not pull the needle out again. 

The second disadvantage is trauma to the artery. If the vessel is 
arteriosclerotic, a plaque may be rubbed off and embolus occur. We 
used this treatment in the clinic some years ago. This was before we 
came to the realization that blood flow and vasodilatation would be so 
greatly influenced by exercise. If the patient gets up and walks, a greater 
increase in blood flow would result than from an injection of histamine 
which would take two hours to administer. 

MODERATOR WRIGHT: In other words, we are somewhat iconoclastic 
about the use of generalized vasodilators. When the entire blood vascular 
bed is dilated, or a very large portion of it, at one time, unless the blood 
volume is increased, it is hard to conceive how the blood flow to a 
leg or a foot that is painful and where the vessels are in spasm can be 
increased. Under such circumstances that extremity is that portion of 
the body that is most resistant to easy vasodilatation. Therefore the vessels 
of the rest of the body dilate more freely than in the involved area, This 
suggests that perhaps one actually decreases the blood flow in an 
affected limb. 

pk. FOLEY: Could | put in a plug at this time for nitroglycerin? 
If one wants to release spasm of large vessels or medium sized vessels 
such as the radial, ulnar, femoral, or popliteal arteries, nitroglycerin 
has the most profound effect, is easiest to administer and has fewer side 
effects and dangers than any of the other vasodilators. 

MODERATOR WRIGHT: Is it not true, however, that this dilatation is 
confined to arteries and does not affect arterioles and capillaries? 

pr. FOLEY: Yes, sir, If one finds a fairly good pulse volume in the 
radial or ulnar, one won't get any increase in the warmth of the hand 
but if the patient is having a spasm at the moment, such as Raynaud's 
spasm and the fingers are white, one can get immediate release of this 
spasm with nitroglycerin and increased warmth of the fingers. 

MODERATOR WRIGHT: We shall now discuss the question of anti- 
coagulants. We shall not attempt a general discussion of anticoagulants 
because time does not permit. Dr. Foley, in the treatment of acute 
arterial occlusion, do you use anticoagulants or not and, if so, what 
do you use? 

pR. FOLEY: For acute occlusion, we use heparin for its immediate 
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effect, for the following reasons: First, to limit the propagation of the 
clot; second, to prevent thrombosis in situ, in the stagnant flow of blood 
in the capillary bed and veins; third, to prevent further embolization, 
MODERATOR WRIGHT: Dr. Mendlowitz, do you use anticoagulants? 
DR. MENDLOWITz: We do. We use heparin for its effect in the 
acute stage and then we follow that by some member of the coumarin 
group. 


MODERATOR WRIGHT: Dr. Lord, do you have any further comments 
on this? Do you agree? 

DR. LORD: I agree. 

MODERATOR WRIGHT: That is a fair summary of the reaction of this 
panel. A question which is frequently asked concerns the choice of 
anticoagulants, It is clear that most of us use heparin for the immediate 
effect. | think most of the members of this panel would agree that it 
does not make too much difference which of the coumarins or in- 
danediones you use, providing you know how to use them, In other 
words, one may use Dicumarol, Hedulin, Tromexan or Marcumar or 
any of the others, Each has slight advantages or disadvantages accord- 
ing to what one tries to accomplish. If a physician knows how to use any 
one of these drugs he can obtain essentially the same desired effect. 

The panel has permitted me to review a list of what we no longer 
consider to be essential therapy. If any one of the panel wishes to make 
a statement in reference to any of these modalities there will be oppor- 
tunity to do so, We consider that the Pavex boot and the intermittent 
venous occlusion machine are now discarded therapy; that alpha- 
tocopherol, or vitamin E, is no longer used. The same may be stated 
regarding intravenous ether, histidine and ascorbic acid. The use of 
refrigeration to save a leg is unsound but refrigeration to prepare a leg 
for amputation is justified in some cases where a severe infection is 
present in an old diabetic. It may be used for a day or two, prior to 
amputation. The direct use of heat, of diathermy or heat pads should 
be discouraged. 

Are there any comments regarding these statements? If there are 
none, we have time for a few questions. Here is the first question: Dr. 
Lazzarini, why do arterial homografts “take” whereas homografts of 
most other tissues do not? 

DR. LAZZARINI: The idea of the vascular homograft surviving in 
the host is not correct in a biological sense. There is no demonstrable 
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viable homograft on any occasion. It has been shown to be nothing 
more than framework for the host cells to grow in, a sort of mechanical 
frame and it always will be replaced in a given time by the host vessel. 

MODERATOR WRIGHT: Dr. Mendlowitz, will you please discuss the 
value of Arlidin in occlusive arterial disease? 

DR. MENDLOWITz: I cannot answer that specifically. [| think it is of 
some value but no more so than other vasodilators in common use. 

MODERATOR WRIGHT: Dr. Foley! 

pR. FOLEY: I agree with that statement but I think it is a bit hedged. 
I would like to counter by asking, how often do you prescribe it? 

DR. MENDLOWITZ: Very rarely. 

MODERATOR WRIGHT: Today we have a choice of about 20 so-called 
vasodilators. For most of them, the evidence regarding their value in the 
treatment of arterial occlusion is very slim. 

pr. LorD: In all honesty, Dr. Wright, there is no sense in prescribing 
any of them except that it makes you, as a doctor, feel you are doing 
something. 

MODERATOR WRIGHT: As a matter of fact, that was the implication 
of my comment of a few minutes ago when | suggested that the affected 
limb was often the one which received the least increase in blood flow 
from any general vasodilator, 

Dr. Foley, how do you use heparin and how do you control the 
dosage? 

pR. FOLEY: For its immediate effect I use the heparin intravenously 
but only for the first dose. Since concentrated heparin is now easily 
obtainable, | use this subcutaneously. The average dose is 15,000 units 


for a 150 pound man and may be repeated every 12 hours, The coagula- 
tion time has to be controlled. A test is done before heparin is given. By 
the bedside technique that I use, the normal time is 4 to 6 minutes. Five 
hours after an appropriate subcutaneous dose of heparin the coagulation 
time should be tripled. | have also used this concentrated heparin for 
long-term administration in patients who did not respond to other types 
of anticoagulants. One patient has been kept on it for three months. He 


administers it to himself every 12 hours, just like a patient taking insulin. 
MODERATOR WRIGHT: Dr. Mendlowitz, do you advise the use of 
histamine iontophoresis locally over intact but affected skin? 
DR. MENDLOWITZ: No, sir. 
MODERATOR WRIGHT: Does any panel member? 
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DR. LORD: No. 

MODERATOR WRIGHT: | will try to answer the next question: Are 
sympathectomized patients more sensitive to tobacco than before 
surgery? My belief is that they are no more so but that they are just 
as sensitive as before operation, They certainly are no less sensitive. 

Another question asks what is the status of the use of fibrinolysin, 
plasmin or streptokinase in the disintegration of clots and do they hold 
any promise for the future? 

I think the use of all of these preparations is highly experimental at 
present. They are very interesting compounds, especially plasmin. We 
are doing some work with it. It is an extremely interesting substance 
but the lots that have been prepared commercially have not been well 
standardized and they have produced undesirable reactions. In using 
these very active substances, the question arises as to whether they pre- 
sent the risk of causing the breaking off and liberation into the circula- 
tion of loose emboli from the long slender tail of a thrombus, It is quite 
possible that these substances may prove useful but further experimental 
investigation is necessary before they are used in general practice. 

Is there any difference of opinion in this regard? If not, Dr. Foley, 
how do you treat an ulcer of diabetic neuritis located on the sole of 
the foot? 

pR. FOLEY: That is a real tough one, on the sole of the foot. First of 
all we have a podiatrist provide pads to shift the weight-bearing surface 
over to another area that is better able to stand it. Since these patients’ 
tissues tend to atrophy when they are confined to bed, we keep them 
walking. We have used all the other modalities that have been mentioned 
today. 

MODERATOR WRIGHT: Dr. Lord, in the operation of lumbar sympa- 
thectomy, do you favor removal of the ist, 2nd, 3rd and 4th lumbar 
ganglia? 

pr. Lord: That is a highly esoteric problem. This is an awful con- 
fession. We really don’t know what we are doing. We take out all the 
ganglia we can get from the diaphragm down to where the iliac artery 
crosses over. Although it was strongly advised years ago to perform a 
peagunglionic sympathectomy and not a postganglionic sympathectomy, 
this differentiation has largely been discarded at the present time. One 


does everything possible to remove the sympathetic nerves, Actually, 


sympathectomy under such conditions seems to be permanent in the 
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lower extremity. I don’t think that is a problem, 

MODERATOR WRIGHT: Dr. Lord, some patients ask the following 
question before and some ask it after surgery: Does this type of sym- 
pathectomy affect the potency of the male? 

pk. LorD: If the operation is done bilaterally, the individual has 
everything he had before except the ability to ejaculate. It is the opinion 
of my chief, Dr. William Hinton, that most of the people who require 
this type of operation don’t have to be concerned about that. 

MODERATOR WRIGHT: Some of them do, though. 

I shall try to answer the next question: How do you treat nocturnal 
calf pain? 

We elevate the head of the bed six or eight inches. We use reflex 
heat, by putting a heating pad over the abdomen and encourage the 
person to use the muscles, There are several other things to do for night 
cramps. One is the use of quinine which frequently stops them although 
we really do not know why. I have been able to relieve a number of 
people of night cramps by teaching them the simple technique of 
stretching their legs with the heels extended instead of the toes extended. 
For some reason most people tend to stretch their legs with the toes 
extended and this may cause a tonic contraction of the calf muscles with 
accompanying cramp pain. It is also important to have the bed clothes 
loose at the foot of the bed. Many people suffer from cramps because 
they are too neat, they tuck the bed clothes in tightly thus binding the 
feet down and fatiguing the muscles by constant prolonged pressure. 
This is a common cause of cramps,—the treatment is simple and obvious. 

One doctor’s wife went to eight or ten doctors, including an 
orthopedist, and bought expensive shoes without any improvement. My 
only advice to her was to kick the bed clothes free. Her husband called 
up about two weeks later and said, “Life is heaven again, We have not 
slept this well in years.” About four years later he came up to me at a 
medical meeting and said, “I want to tell you that you just changed our 
whole life.” A strange way to acquire a patient’s appreciation! 

This concludes our panel meeting. Thank you all very much! 
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HYPERVAGISM AND CARDIAC 
ARREST * 


Cuarves Bauer, Mary ALLEN ENGLE AND Ropert MELLINS 


INTRODUCTION 


SEPEATED episodes of cardiac arrest due to sino-auricular 

block secondary to vagal stimulation are unusual. In 

R 1957 Davies' reported two adults with sino-auricular 
block due to intrathoracic growths stimulating the vagus 

mesesesesesesa) nerve. These patients had recurrent attacks of syncope, 
preceded by sinus bradycardia and prevented by atropine, Necropsy 
demonstrated intrathoracic tumors encircling the vagus nerve. It is the 


purpose of this paper to report two infants with this arrhythmia and 


masses Closely associated with the vagus nerve. 


Case 2: 

An eight week old white boy was referred to the New York Hos- 
pital because of three episodes of severe cyanosis following crying 
spells. He was considered healthy until five weeks of age, when the 
mother noted the presence of lumps on both sides of his neck and in 
both axillae. These increased progressively in size. 

At age seven weeks, following a feeding, the baby suddenly started 
to cry, turned blue, then black. According to the mother, the baby 
stopped breathing for the next few minutes. Mouth-to-mouth respira- 
tion was given and he was rushed to a hospital. There, within the 
next week, two similar episodes of cyanosis associated with crying 
occurred, A physician present during these episodes was unable to ob- 
tain a heartbeat. Each time, the child received oxygen by positive pres- 
sure and quickly recovered. 

Physical examination following transfer to the New York Hospital 
revealed a small infant whose weight was 3280 gm., only 4oo gm. above 
his birth weight; his height was 50 cm. There was no cyanosis. The 
chest was clear, and the heart appeared to be normal. The heart rate 


" Presented at the meeting of the Section om Pediatrics, January 9, 1958. Manuscript received 
December 1958. 


From the Department of Pediatrics, The New York Hospital-Cornell Medical Center. 
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Figure 1. Electrocardiogram taken upon recovery from first observed attack, revealing 
a regular sinus rhythm. 


was 140; marked sinus arrhythmia was present. The other remarkable 
features of physical examination included a large tongue, a weak, coarse 
cry, an umbilical hernia, mottled skin, and facial characteristics resem- 
bling a cretin. Large, fluid-filled, cystic masses were present on both 
sides of the neck above the clavicles and in both axillae. These increased 
in size with crying. 

Shortly after admission, the child started to cry, became cyanotic 
and stopped breathing. Stethoscopic examination revealed no heart beat. 
The baby was unconscious and had a generalized tonic-clonic convul- 
sion. Oxygen, artificial respiration, and peripheral stimulation were em- 
ployed and the child’s color improved; respirations and pulse rate slowly 
returned to normal. Electrocardiogram taken upon recovery revealed 
a regular sinus rhythm (Figure 1). 

A few minutes later another attack occurred. This time continuous 
electrocardiograms were recorded while a physician listened to the 
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Figure 2. Continuous ECG during a_ typical attack. Figures in left hand 
corner indicate time after onset of attack. Top tracing shows slowing and then com- 
plete disappearance of heart beats. Also, tracing moves all over paper as patient 
has a generalized tonic-clonic convulsion (first and second line). 2.7 minutes after 
onset of attack, baseline is steady as patient has lapsed into coma and A-V_ nodal 
rhythm appears. 


Figure 3. minutes:—A_ sinus beat interrupts the A-V_ nodal rhythm. 


4.2 
4.4 minutes:—Slow A-V nodal rhythm. 
5.7 minutes:—Increase in rate of A-V nodal rhythm. 


patient’s chest. He developed a generalized tonic-clonic convulsion 
which caused the electrocardiograph stylus to wander all over the paper 
(Figure 2). For 2.7 minutes no heart beat was audible or recorded by 
electrocardiogram, The patient lapsed into coma, Electrocardiogram 
then showed the appearance of a few heart beats originating in the 
atrioventricular node at a slow rate (Figure 2). Over the next few 
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Figure 4. 6.8 minutes:—Further increase in rate of A-V_ nodal rhythm. 
7 minutes:—Sinus rhythm alternating with A-V nodal rhythm. 
7.6 minutes:—Sinus rhythm predominates, with only occasional 
A-V nodal rhythm present. 
8 minutes:—Regular sinus rhythm. 


Figure 5. After atropinization, regular sinus rhythm persists even with crying. 


minutes the rate increased. The rhythm remained predominantly A-V 
nodal with only an occasional sinus beat (Figure 3). Seven minutes 
after the onset of the attack the patient demonstrated predominant 
sinus rhythm with occasional periods of A-V nodal beats. It was not 
until eight minutes after the onset of the attack that a regular sinus 
rhythm at a rate of 140/min, was present (Figure 4). At this time he 
regained consciousness. 

The electrocardiogram was interpreted as showing evidence of sino- 
atrial block possibly due to hypervagism. Therefore it was decided to 
treat the next attack with atropine intravenously. An infusion was 
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Normal ECG, 3 months (left) and 19 months (right), after onset of 


Figure 6. 
attacks while on thyroid medication. 


started and when cardiac standstill occurred during a third attack, 
atropine in a dose of 0.08 mg. was given. Again a slow A-V_ nodal 
rhythm appeared, but this time a regular sinus rhythm appeared within 
two minutes and the attack terminated. There were no further recur- 
rences even with crying (Figure 5). The patient was then atropinized 
orally (0.1-0.25 mg. every four hours). 

The clinical impression of cretinism was confirmed by appropriate 
laboratory tests, including a PBI of 1.6 micrograms per cent. Thyroid 
medication in dosage up to 75 mg/day was instituted, and 11 days later 
the cystic masses in the neck and axillae had disappeared. Atropine was 
thereupon discontinued without recurrence of cyanosis or bradycardia. 
Subsequent ECGs, taken three and nine months later, were normal 
(Figure 6). The patient has grown and is developing normally with 
maintenance thyroid medication of 120 mg/day, When last seen at the 
age of 21 months, he was doing well. 


Case 2: 
The second patient exhibited episodes of bradycardia with sino- 


atrial block and cyanosis similar to those described in the first child. 
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Figure 7. X-ray showing the marked dilatation of the thoracic stomach with displace- 
ment of the mediastinal contents to the left. 


This infant had an esophagogastrostomy for repair of an esophageal 
atresia. The stomach was brought into the chest (Figure 7) and, as we 
later learned, the vagus nerve was compressed by the dilated stomach. 

Feedings by polyvinyl tube introduced into the duodenum were 
well tolerated for the first postoperative month. Nipple feedings, how- 
ever, resulted in periods of apnea, The electrocardiograms during the 
attacks showed sino-atrial block and the appearance of slow A-V nodal 
rhythm as in the first patient. These attacks were relieved by gastric 
aspiration. Atropine was not used until the last three days of life and 
then only in small dosage (0.1-0.2 mg. every 12 hours), The patient 
expired on the 34th postoperative day during one of these episodes of 
apnea, cyanosis, and bradycardia, before contemplated reconstructive 
surgery could be performed, 
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Figure 8. Photograph of necropsy findings. Note the vagus nerve compressed by the 
dilated stomach. 


Photograph of necropsy findings (Figure 8) shows the stomach and 
first duodenal segment in the right pleural cavity with an esophago- 
gastrostomy at level of T-1 and T-2. The gastric cavity was filled with 
air and was greatly distended. A valve-like fold occluded the gastro- 
esophageal anastomotic line. The right vagus nerve passed behind the 
right hilum and was compressed by the dilated stomach. 
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Discussion 


Hypervagism in these babies was manifested by a disturbance in 
cardiac rhythm due to the depressant action of the vagus nerve on the 
sinus pacemaker*. In the first patient the attacks were probably due to 
the compression of the carotid sinus by the masses in the neck, especially 
when the baby cried. Stimulation of the carotid sinus sets up a reflex 
arc, mediated by the vagus and glossopharyngeal nerves, that results in 
cardiac standstill followed by syncope and convulsions due to cerebral 
hypoxia. Atropine protected the patient by abolishing the cardiac effects 
until the cervical masses disappeared on thyroid therapy*. There was 
no recurrence of the attacks. 


We know of a similar infant thought to have classical cystic hy- 
groma. At surgery he was found to have, instead, edema of the tissue. 
Subsequent laboratory tests showed that these were secondary to hypo- 
thyroidism*. In our first patient the masses in the neck, localized areas 
of myxedema, were so strategically located as to give rise to attacks 
which, in adults, are called “carotid sinus syncope”. Weiss* has de- 
scribed three types of this syndrome: 1) the “vagal type”—in which 


syncope results from cerebral hypoxia due to reflex cardiac asystole; 
2) the “depressor type”—in which syncope results from cerebral hy- 
poxia due to fall in systemic blood pressure alone; 3) the “cerebral 
type”—in which syncope ensues without significant change in cardiac 
rate or blood pressure. The first is by far the most common and explains 
the events in our patient. 

In the second patient, there was intrathoracic stimulation of the 
vagus nerve by the dilatation of the thoracic stomach, which became 
further distended during feedings after removal of the duodenal tube. 
Possibly a more vigorous attempt at atropinization could have prevented 
the attacks and permitted additional corrective surgery. 

Vagus stimulation may have a dual effect on the heart. There may 
be atrial standstill or slowing, as in these babies, or there may be cardiac 
acceleration due to the action of the cardiac accelerator fibers arising in 
the medulla. If atrial standstill occurs, the patient may die in cardiac 
arrest, as did the second infant, or a slower pacemaker may take over, 
as the AV node did in the first case. 

Atropine was selected as therapy for the attack because, in large 
doses, it blocks the vagal depressant effects on the sinus pacemaker 
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and thus leads to resumption of normal sinus rhythm. 


sive vagal stimulation. 


The return to a normal rate following administration of atropine in 
the first case is consistent with sino-atrial block of vagal origin’. 

Bradycardia produced by vagal stimulation could also be treated by 
epinephrine and other sympathomimetic drugs, like isoproterenol 
(Isoprel), which act as direct sino-atrial node stimulants. As the primary 
effect of these drugs is directly on the myocardium, it seemed more 
physiologic to use atropine, which directly blocks the effects of exces- 


SUMMARY AND CONCLUSIONS 


Two patients manifesting signs of sino-atrial block due to hyper- 
vagism are presented. In one, the basic pathology presumably consisted 


of localized areas of myxedema and in the other, of a dilated, thoracic 
stomach, It is important to recognize this form of cardiac arrest since 
it can be treated effectively. The use of atropine for treatment of the 


immediate attack and prevention of future episodes is recommended. 


Correction of the underlying pathology, where possible, is essential for 


permanent cure, 
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PSYCHIATRIC MANIFESTATIONS 
DISEASE* 


UNUSUAL 
OF NEUROLOGICAL 


Fevix H. Ocko, Captain, MC, USN 


United States Naval Hospital, Neuropsychiatric Service, St. Albans, New York 


eee the busy general hospitals throughout the country, more 
4) and more psychiatric pavilions, wings or floors are being 
iy i opened, For many years it has been standard practice in 


all of the Navy hospitals, to have a neuropsychiatric serv- 
2525e5e5e525'5 ice, however small, which includes at least one medical 
officer. (The larger hospitals have several medical officers in the depart- 
ment, headed by a Board-certified psychiatrist.) This medical officer is 
expected to be moderately competent in both neurology and general 
clinical psychiatry, which often meets with some critical comment, 
especially from the younger medical officers, who are primarily trained 
in psychiatry, with little or no interest in neurology. Also, there is a 
tendency on the part of the younger men either to fill a disturbed patient 
with an ataractic drug, or to attempt to admit him directly to a closed 
psychiatric ward, without an adequate neurological survey as part of 
the general physical examination. 

I would like to cite three cases which were seen on the neuropsy- 
chiatric service at St. Albans Naval Hospital, New York, which dem- 
onstrate the need for close clinical observation, no matter how “dis- 
turbed” the patient may be. 

Case No. 1—This patient was a 21 year old Negro male who was admitted 
for psychiatric and neurological observation because one evening, while sitting 
at a table eating, at his duty station, he suddenly grasped his head, exclaimed, 
“Oh, my God” and then became unconscious for a moment. On awakening he 
seemed confused and disoriented. He began moving his arms and hands rather 
stiffly in an aimless manner for about one-half hour. He was then able to give 
a history of flank pain for a week, and of being awakened the night before by 
a dull headache, then nausea and some relief following a vomiting spell. After 
admission to the closed ward the patient continuec to appear disoriented and 
confused, the physical examination being otherwise not remarkable. The next 


@ SeseseseseseD 


* Presented at a combined meeting of the Section on Neurology and Psychiatry with the New York 
Neurological Society, October 9, 1958, at The New York Academy of Medicine. 

The opinions expressed herein are those of the writer and are not necessarily to be construed 
as those of the Navy Department. 
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morning there was definite stiffness of the neck, nystagmus on lateral gaze to 
either side and positive Kernig’s and Brudzinski’s signs. No lateralizing neuro- 
logical signs were found. A spinal tap revealed a grossly bloody fluid with an 
initial pressure of 220 mm. of water. The patient was transferred to the 
neurosurgical service, but was followed by the neuropsychiatric staff. Three 
days later a second spinal tap revealed an initial pressure of 360 mm. with a 
grossly bloody fluid. Other examinations were negative, including a skull x-ray. 
After this the patient improved and a left common carotid arteriogram revealed 
non-filling of the left anterior cerebral artery. The procedure was well tolerated. 
The clinical diagnostic impression was that the patient had an acute sub- 
arachnoid hemorrhage due to ruptured cerebral aneurysm with subsequent 
thrombosis of the left anterior cerebral artery. The patient showed a gradual 
improvement for the next 20 days and then again became unresponsive and 
made aimless movements of the extremities, similar to those described in the 
first episode, an aphasia and an adversive turning of the head and eyes to the 
right. Since it was felt then that the patient had a massive cerebral infarction, 
surgical intervention was not attempted. He gradually went downhill and 
expired four days later. Postmortem examination confirmed the diagnosis. 


Case No. 2—This patient was a 61 year old white male, retired chief petty 
officer, who was admitted to the hospital with a history of three days of con- 
fusion, disorientation, confabulation and frequent falls. A week previously he 
had been found on the floor by his neighbor, not unconscious but bleeding 
from a cut on his nose. He stated that he had fallen over his dog. His son gave 
a history of the father’s having been retired from the Navy 15 years previously 
because of a coronary thrombosis, and of moderately heavy drinking in recent 
months, since the patient had been widowed and was living alone, near the 
son's home. The patient was reported to have varying periods of lucidity in his 
confusion. Neurological examination revealed only moderately contracted 
pupils, varying stiffness of the neck, slightly more active deep tendon reflexes 
on the left and no Babinski. The possibility of the presence of subdural hema- 
toma or a basilar artery occlusion was considered. Immediate electrolyte studies 
of the blood revealed a sodium of 124 mEq./L as the only abnormality. A 
lumbar puncture was done without difficulty, the patient tolerating the pro- 
cedure well. A clear fluid was obtained, with normal dynamics and chemistry. 
The patient was then considered to be in a low-sodium delirium and was 
treated with intravenous sodium chloride with potassium chloride added. 
Within 15 hours the patient's mental status improved and he shortly thereafter 
was clear and oriented, with some awareness of having been ill. The patient 
was then moved to an open medical ward where further medical studies were 
carried out. Though he was transiently confused periodically during the next 
two weeks, he continued to improve and with proper physiological treatment 
was able to tolerate well a series of investigations, including a liver biopsy and 
hepatic catheterization. When liver function returned to normal he was dis- 
charged to his home. 


Bull. N. Y. Acad. Med. 


PSYCHIATRIC MANIFESTATIONS 271 


Case No. 3—This patient was a 23 year old single white male, midshipman 
in the Brazilian Navy, who was transferred to the hospital from his ship in the 
Navy Yard with a diagnosis of ‘‘anxiety reaction, acute.’” There was a history 
of a recent mild upper respiratory infection with a slight temperature elevation 
for one day, followed by a complete and sudden change in personality from a 
conscientious, pleasant and cooperative youth to a negativistic, confused and 
lethargic patient. On admission to the closed ward, history was unobtainable from 
the patient due to his negativism and the obvious language barrier. He was 
noted to be lethargic and posturing. There was no evidence of nuchal rigidity 
and neurological examination was non-contributory. For two days the patient's 
condition remained unchanged, except for an increasing dehydration. He 
remained for long periods in a catatonic-like stupor, assuming bizarre postures. 
On the third day following admission, the ward nurse, while forcing fluids on 
the patient, noted a transient strabismus. The patient indicated he had a 
headache. Physical examination at this time revealed a definite nuchal rigidity 
and a spinal puncture was done. The pressure was markedly increased, over 
300 mm. The cell count revealed 2790 white blood cells with 90 per cent poly- 
morphonuclears, 480 red blood cells, globulin was 3 plus, sugar was 7 mgm per 
cent, chlorides 645 mgm per cent and protein 117 mgm per cent. Smear of the 
spinal fluid concentrate revealed many gram-negative extracellular diplococci. 
A diagnosis of meningococcic meningitis was made and the patient treated with 
aqueous penicillin and intravenous sulfadiazine. He responded rapidly and 
within two days was alert and talkative. Within six days he was asymptomatic 
except for a complaint of diplopia. Examination revealed a paresis of the right 
lateral rectus muscle. The patient was able to utilize his moderate knowledge of 
English and to communicate adequately with the hospital personnel. This had 
been obscured in the early acute phase of his illness. A repeat spinal puncture 
five weeks after onset of the illness was normal. (No other case of meningitis 
appeared among the crew of this ship.) 


These examples are given to emphasize several points: 

1. The line between organic and functional disease is frequently 
very fine, and there should be only positive reasons for diagnosing either 
or both in the same patient, one not excluding the other. 

2. Any systemic disorder, disturbing the metabolic processes, or any 
disease activity, may be manifested by a mental disturbance and may 
also possibly be associated with evidence of nervous system malfunction. 
One aspect of the total condition cannot be treated successfully while 
ignoring the other, 


3. These phenomena do not obviate or exclude the concurrent psy- 
chological processes which are the basis of personality organization and 
behavior, and which influence the total manifestations of the illness. 
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BOWEN-BROOKS SCHOLARSHIP 
FOR ADVANCED STUDY ABROAD 


In the current year the Committee on Medical Education will 
award one Scholarship grant in the amount of $4,500.00 for the 


academic year 1960-1961. 


This Scholarship was established by the donor to provide aid for 
advanced study abroad in a clinical subject in preparation for the 


practice of medicine or surgery in any of their branches. 


As stipulated by the donor of the fund, candidates must be male 
interns or residents in voluntary, municipal or Veterans Administration 


hospitals in New York City. 


The course of study, the auspices under which it is to be taken and 
the place or places where the study is to be pursued must receive the 
approval of the Committee. Applicants are favored who, from their 
records, show themselves capable of advanced work in clinical medi- 
cine. The Committee stipulates that the study be pursued abroad, pref- 


erably in Great Britain or in Continental Europe. 


Applications for this Scholarship must be submitted by SEPTEM- 
BER 1, 1959. 


Candidates may secure application forms by addressing: 
The Executive Secretary 
Committee on Medical Education 
The New York Academy of Medicine 


2 East 103 Street, New York 29, N.Y. 
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IN DEBILITATING DISEASE 


Patients receiving 


NILEVAR 


Eat more... 
Feel better... 
Recover faster 


Compared to control patients, those receiving Nilevar 
(brand of norethandrolone) have repeatedly demon- 
strated more rapid and more complete recovery from 
serious acute illness and increased comfort and well- 
being in chronic illness. 

A multitude of case histories are now adding indi- 
vidual clinical color to the earlier controlled investiga- 
tions which defined the actions of Nilevar as an effec- 
tive aid in reversing negative nitrogen balance and in 
building protein tissue. 

In typical case reports such gratifying comments as 
these appear: 

Underweight —“Appetite considerably increased 
within one week. Sense of well-being and vigor in- 
creased along with increased appetite.” 

Prematurity (Birth weight: 2 pounds, 4 ounces) — 
“Gradual improvement in appetite and capacity for 
formula. . . . Excellent progress and weight gain for a 
very immature infant.” 


Carcinoma of the Uterus —“Within four days appe- 
tite became excellent, took full diet. ... More ambition 
while on Nilevar. Enjoys life. Takes part in church and 
other social affairs.” 

Third Degree Burn—“. . . soon began eating all that 
was offered. . . . Began to show signs of hope for re- 
covery. ... Perhaps one of the greatest changes was in 
the appearance of his wounds which were so very 
much improved.” 

The dosage for adults is 20 to 30 mg. daily in single 
courses no longer than three months. For children the 
daily dosage is 0.5 mg. per kilogram of body weight, 
in single courses no longer than three months. 

Nilevar is supplied in tablets of 10 mg., ampuls of 
25 mg. (1 cc.) and Nilevar Drops of 0.25 mg. per drop. 


G. D. Searle & Co., Chicago 80, Illinois. Research 
in the Service of Medicine. 
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POSTGRADUATE RADIO PROGRAMME OF 
THE NEW YORK ACADEMY OF MEDICINE 


Arranged by the Committee on Medical Information 
In Cooperation with the Committee on Medical Education 
and the Graduate Medical Faculty of The New York Academy of Medicine 


Thursdays—9:00 P.M.—10:00 P.M. Station WNYC-FM 93.9 megacycles 


April 2—ZEN BUDDHISM AND PSYCHOANALYSIS—Erich Fromm, Chief of the 
Psychology Department, University of Mexico 
April 9—COMMON UROLOGICAL PROBLEMS IN GENERAL PRACTICE (panel) 

—Victor F. Marshall, moderator, Professor of Clinical Surgery (Urology), 
Cornell University Medical College, New York City. Simon A. Beisler, Chief, 
Department of Urology, Roosevelt Hospital, New York City; Frank C. Hamm, 
Professor of Urology, State University of New York, Downstate Medical Center; 
Ralph J. Veenema, Associate in Urology, Columbia University College of 
Physicians and Surgeons, New York City 

16—INFLUENZA AND UPPER RESPIRATORY INFECTION (panel)—Walsh 
McDermott, moderator, Livingston Farrand Professor of Public Health and 
Preventive Medicine, Cornell University Medical College, New York City. 
Edwin D. Kilbourne, Associate Professor and Director, Division of Virus Re- 
search, Department of Public Health and Preventive Medicine, Cornell Univer- 
sity Medical College, New York City; David E. Rogers, Associate Professor of 
Medicine, Head of the Section on Infectious Disease, Cornell University Medical 
College, New York City; Harry M. Rose, John E. Borne Professor of Medical 
and Surgical Research, College of Physicians and Surgeons, Columbia Univer- 
sity, New York City 

23—SELECTION OF CASES FOR MITRAL VALVE SURGERY—Harry Vesell, 
Attending Physician, Beth Israel Hospital, New York City 
SERIOUS SURGERY IN THE AGED—Edward E. Jemerin, from the Surgical 
Services of the Mount Sinai Hospital, New York City 

30—CAUSE AND TREATMENT OF ESSENTIAL HYPERTENSION—Milton 
Mendlowitz, Associate Physician, Mount Sinai Hospital, New York City 
THE PHYSIOLOGICAL BASIS FOR THE MANAGEMENT OF RENAL 
FAILURE—Marvin F. Levitt, Assistant Physician, Mount Sinai Hospital, New 
York City 


MONTHLY PANEL MEETINGS FOR THE GENERAL PHYSICIAN 
Seventh Series — 1958-1959 


(Please note: During the current academic year these meetings 
are held on the SECOND FRIDAY of the month, at 4:00 p.m., 
in Room 20 at the Academy.) 


FRIDAY PROPHYLACTIC USE OF ANTIBIOTICS 
April 10 Moderator: PERRIN H. Lonc—Professor and Chairman, Department of 
1959 Medicine, State University of New York College of Medicine, Down- 
state Medical Center; Director of Medicine (University Division), 
Kings County Hospital, Brooklyn, New York 
Panel Members 
Ropert C. AUSTRIAN—Professor of Medicine, State University of New 
York College of Medicine, Downstate Medical Center; Visiting Physi- 
cian, Kings County Hospital, Brooklyn, New York 
Davip E. RoGERs—Associate Professor of Medicine, Cornell University 
Medical College; Associate Attending Physician and Head, Section of 
Infectious Disease, The New York Hospital-Cornell Medical Center 


THE NEW YORK ACADEMY OF MEDICINE 
2 East 103 Street ° New York 29, N. Y. 
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b= take it for granted that today’s medical instru- 
mentation is basically accurate and reliable. But 
beyond these expected fundamentals, the dependability — 
usefulness —and convenience of any instrument 
depends almost wholly on how much the instrument 
manufacturer knows of your needs and how well he 

has applied this knowledge. For more than 40 years, 
i ae Sanborn Company has asked the general practi- 
tioner and medical school teacher... the cardiologist 

and researcher . . . the industrial physician and clini- 

cian, what they particularly need for greatest usefulness 

sae era and value in diagnostic and research instrumenta- 
tion. The instruments shown here are typical Sanborn 

answers to these needs .. . exemplified in the field 
of cardiography by the Model 300 Visette —the first 

ECG to make ‘‘18- pound portability’’ a practical 

reality. Since its introduction less than two years ago, 

the Visette has literally become the ‘‘travelling 


. . MULTI-CHANNEL 


nEseancn mst diagnostic companion’’ of over 4000 of your colleagues. 
RECORDING 

When you choose any instrument to provide you 

with information for diagnosis and research, consider 


the instrument’s background and past —as a good 


gauge of its future value to you. Sanborn Company, 


Medical Division, 175 Wyman Street, Waltham 54, 


++. HEART SOUND 
TAPE RECORDING 


Massachusetts. 


SAN BORN COMPANY 


New York Branch Office 1860 Broadway, Circle 7-5794 and 7-5795 
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new for total 
management 


of itching: | 


Dermatitis repens | with staph 


infected’ 
skin lesions 


| Kenalog, Spectrocin and Mycostatin in Plastibase g 


antipruritic /anti-inflammatory /antibacterial/antifungal 
f ankle-—5 years duration 
Mycolog Ointment — containing the new superior topical corticoid Kenalog — re- - 
duces inflammation,’* relieves itching,** and combats or prevents bacterial, 
monilial and mixed infections.*’ It is extremely well tolerated, and assures a rapid, 
decisive clinical response for most infected dermatoses. 


“Thirty-one of 38 patients . . . obtained excellent or good control of dermato- 
logical lesions . . . [Mycolog) was highiy effective, particularly in the man- 
agement of mixed infections. Several recalcitrant eruptions which had not 
responded to previous therapy were remarkably responsive to the daily 
application of this preparation over periods of 2 to 3 weeks.”* 


For total management of itching, inflamed, infected skin lesions, Mycolog contains 
triamcinolone acetonide, an outstanding new topical corticoid for prompt, effective 
relief of itching, burning and inflammation’** — neomycin and gramicidin for power- 
ful antibacterial action’ — and nystatin for treating or preventing Candida (Monilia) 
albicans infections.** 


Application: Apply 2 to 3 times daily. Supply: 5 Gm. and 15 Gm. tubes. Each gram supplies 1.0 mg. (0.1%) triam~ 
cinolone acetonide, 2.5 mg. neomycin base, 0.25 mg. gramicidin, and 100,000 units nystatin in prastiwase 
Reterences: 1. Sheimire, J.B., Jr.: Monographs on Therapy 3:164 (Nov.) 1958.- 2. Nix, T.E., Jr., and Derbes, V.J. 
Monographs on Therapy 3:123 (Nov.) 1958. - 3. Robinson, R.C.V.. Bull. School of Med., U. Maryland 43:54 (July) 
1958. « 4. Sternberg, T.H.. Newcomer, V.D., and Re er, R.M.: Monographs on Therapy 3:115 (Nov.) 1958. - 5. 
Clark, R.F., and Hallett, J.J.. Monographs on Therapy, 3.153 (Nov.) 1958. - 6. Smith J.G., Jr.; Zawisza, R.J., and 
Blank, H.: Monograph Therapy, 3:111 (Nov.) 1958. - 7. Monographs on Therapy, 3:137 (Nov.) 1958. - 8. 
Howell, C.M.,, Jr.: North Carolina MJ. 19:449 ( 1958. « 9, Bereston, E.S.: South, M.J. 50:547 (April) 1957. §quibb Quality — the Priceless ingredient 
And whatever the topical corticoid need, t t n is available—Kenalog-S Lotion—7¥% cc 

plast Queeze bottles. Each upples 1.0 1% ncinolone acetonide, 2.5 mg. neomycin base and 
0.25 mg. gramicidin. Kenalog Cream, 0.1°.—5 Gm. and 15 Gm. tubes. Kenalog Lotion, 0.1%— 15 cc. plastic squeeze 
bottles. Kenalog Ointment, 0.1% —5 Gm. and 15 Gm. tubes 
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Unsurpassed symptomatic 
relief testifies to Medrol’s 
enhanced anti-inflammatory, 
anti-allergic effects. But in 
corticotherapy that is not 
enough. The key to the 
patient’s total welfare 

is the therapeutic ratio— 


DESIRED EFFECTS 


TO 
UNDESIRED EFFECTS 


Here is where Medrol 

stands out. For all its increased 
effectiveness, Medrol has 
fewer and milder “classic” 
corticoid side effects; 

no disturbing “new” side effects 
such as muscle weakness. 
Whenever corticotherapy 

is indicated, remember that 
Medrol has the best 
therapeutic ratio 

in the steroid field. 


Medrol hits the disease, but spares the patient 


"Trademark, Reg. U.S. Pat. Off.—methylprednisolone, Upjohn 


| Upjohn | The Upjohn Company, Kalamazoo, Michigan 
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The best 
therapeutic 

in the steroid © 
field makes 


ratio 


the choice of physicians 
who consider the 

total welfare 

of their patients 
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Roosevelt Field, Long Island 
Jamoice, Queens 


MACY'S PRESCRIPTION DEPARTMENT 


Macy’s is up-to-the-minute. We make every effort to have all 
new or scarce drugs on hand for your prescription. We follow the 
development of each new product, obtain it as soon as it is available. 
And when you prescribe, you can be assured that your prescription 
is accurately compounded exactly as you write it, carefully checked 
by our supervising pharmacists. 


No wonder so many physicians prefer Macy's Prescription Department. 


PHYSICIAN MEDICAL WRITER 


Opening available for young well-trained physician in full-time editorial 
work in pharmaceutical advertising and publishing. Leading company 
located in New York City. Excellent opportunity for doctor interested in 
expanding field of medical communications. 
Write to: 
P. O. Box 2313 
Grand Central Station New York 17, New York 


THEO. E. OBRIG, INC. 
specialists in fitting contact lenses for more than a quarter century 
Theo. E. Obrig, Inc. fits contact lenses only upon prescription and 
under the supervision of a physician. 

Expert in fitting all types of contact lenses including Lacrilens® 
and latest forms of cornea lenses. 
Lacrilens® and corneal type lenses can be worn for long periods 


service to of time in aphakia. 


Lacrilens® is particularly recommended for all sports 


physicians! including swimming. 


Careful attention to referred cases. 


Theo. E. Obrig, Inc. + 75 East 55th Street, New York 22, N. Y. « PLaza 8-0973 


Porkchester, Bronx 
White Plains, N..¥. 3% Flatbush, Brooklyn 
CONTAC 
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now available 
*DILAUDID 


Cough Syrup 
for coughs that must be controlled 


Formula: Each 5 cc. (1 teaspoonful) contains: 
DILAUDID hydrochloride . 1 mg. (1/64 gr.) 
Glyceryl guaiacolate . . 100 mg. (1% gr.) 
in a pleasant peach-flavored syrup con- 
taining 5 per cent alcohol. 


Dose: 1 teaspoonful (5 cc.) repeated in three to 
four hours. 
(for children adjust dose according to age) 


*Subject to Federal narcotic regulations. Dilaudid,® brand of dihyd: hi 


KNOL. PHARMACEUTICAL COMPANY 
(formerly Bilhuber-Knoll Corp.) 


(? 
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PROTEIN-BOUND IODINE 


PROTEIN-BOUND IODINE AND 
TOTAL IODINE* 
PAPER ELECTROPHORESIS 
CATECHOLAMINES 
STEROID CHEMISTRY 
CLINICAL CHEMISTRY 


BOSTON MEDICAL 
LABORATORY, INC. 


Directors 
JOSEPH BENOTTI NORBERT BENOTTI 
Medical Director 
FRANCESCA M. RACIOPPI, M.D 
19 Bay State Road 
Boston 15, Mass. 
CO 6-3402 
PROMPT SERVICE 
FEE SCHEDULE UPON REQUEST 


* New England Journal of Medicine, 
Vol. 250, 289; (1954) 


For acidosis due to anesthesia — edema 


KALAK 


Counter-Acts 


ANTI-BIOTIC 
REACTIONS 


.... KALAK is a non- 
laxative, alkaline diuretic 
buffer — side reactions 
from aureomycin — terra- 
mycin — sulfas — penicillin 
are reduced through the 
use of KALAK — KALAK 
contains only those salts NORMALLY 
present in plasma. . . . IT IS BASIC! 


KALAK WATER CO. 
of NEW YORK, Inc. 


207 EAST 37TH STREET 
New York 16, N. Y. 


For acidosis due to nauseo — in nephritis 


EFFECTIVE THERAPY FOR PROMPT RELIEF IN a 


FOR INTRAMUSCULAR USE 
FORMULA: A specially stabilized 


aqueous solution of Cyanocobalamin 
(Vitamin Biz), highly purified Liver 
Extract, Thiamine Hydrochloride (Vi- 
tamin B,), and Iron. 

SUPPLIED: 10 cc. multiple dose vial, 
No. 383. Also available as THI-LI-FER 
SYRUP and THI-LI-FER CAPSULES. 


Cc. F. KIRK COMPANY 
Pharmaceutical and Biological 
_aboratories 
521 West 23 Street, New York 11 
For complete catalog and samples 
write Dept. 3B 


FOR INTRAMUSCULAR USE 


FORMULA: Each cc. contains a stabil- 
ized of Thi Hy- 
drochloride Neostigmine Methy!- 
sulfate, and Atropine Sulfate. 


SUPPLIED: 10 cc. multiple dose vial, 
No. 339. 


Cc. F. KIRK COMPANY 
Pharmaceutical and Biological 
-aboratories 


521 West 23 Street, New York 11 


For complete catalog and samples 
_@ HERPES ZOSTER ee e write Dept. 3B 
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There's a natural preference 
for its wholesomeness, its 


for its good taste, in ; 
over 100 countries 
around the world. 
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“the most important concept is that itis a tubular disease” 


FURADANTIN 


brand of nitroturantoin 


a most important characteristic: effective at the tubular level 


In addition to simple glomerular filtration, FuRADANTIN is actively excreted by the cells of 
the tubules. A significant and singular characteristic of FurapanTin, it is but one reason 
why “the protracted administration of nitrofurantoin [FuRADANTIN] to patients with in- 
eradicable urinary tract infection, particularly chronic pyelonephritis without demonstrable 
obstruction, may usefully complement the medical management of this difficult problem.”? 
Available as Tablets, 50 and 100 mg.; Oral Suspension, 25 mg. per 5 cc. tsp. 


References: 1. Smith, I. M., and Lenyo, L.: Am. Practitioner 9:78, 1958. 2. Jawetz, E., et al.; A.M.A, 
Arch. Int. M. 100:549, 1957. 


NITROFURANS—a unique class of antimicrobials—neither antibiotics nor sulfonamides ol}, 
EATON LABORATORIES, NORWICH, NEW YORK 
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in each patient: } 
2 million reasons 
FURADANTIN first 


THE NEW YORK ACADEMY OF MEDICINE 


Third Annual 
POSTGRADUATE WEEK 1959 
October 5 — 9, inclusive 


RESEARCH CONTRIBUTIONS 
TO CLINICAL PRACTICE 


Evening Lectures— daily, at 8:30 p.m. 
Afternoon Panel Meetings — daily, at 4 pan. 


Scientific Exhibit 


September 30— October 9 (except Saturday and Sunday) 


* * 


REGISTRATION 
Members of the medical profession, including 
interns and residents, and those working in 
the allied sciences, are cordially invited to at- 
tend all sessions. Registration WITHOUT FEE 
is required for non-Fellows of the Academy. 


Al! inquiries should be addressed to: 


Secretary, Postgraduate Week 
The New York Academy of Medicine 
2 East 103 Street, New York 29, N, Y. 


Complete program to be announced later 
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INTRAMUSCULAR IRON-DEXTRAN COMPLEX 


corrects and prevents iron deficiency in blood and marrow 


PEDIATRICS: “imreron has the advantage of safe and easy administra- 
tion; treatment is completed in a few _ and is not influenced by 
feeding preblems.”™ 


OBSTETRICS: “...we have been able to raise hemoglobin levels of 7 or 
8 Gm. to normal figures within a few weeks...."” 


CHRONIC BLOOB LOSS: iwreron “...is also to be preferred to blood trans- 
fusions for correcting the effects of chronic biood loss. The risk of trans- 
fusion reactions is avoided, as well as the dangers of contamination 
and sensitization. Besides improving the anemia, iron stores will be 
replenished....”” 


GERIATRICS: A 66-year-old woman with recurrent gastrointestinal bleed- 
ing for over six years [two abdominal explorations, source undiscovered] 
“...has been maintained at a comfortable blood level for over nine 
months on intramuscular iron injection, with greatly reduced transfusion 
requirement. 


SUPPLIED: 2-cc. and 5-cc. ampule; 10-cc. multiple-dose vials. There are 50 mg. of elemental 
iron per cc. 


(1) Wafterstein, O., and Hoag, M. JAMA. 164962 (June 2%) 1957. (2) Eastman, N. Ja Covers 
Koszewski, J, and Watsh, J. Rs Am. J. M. Sc. 235:523 (May) 1958. (4) McCurdy, Rath, C. E, and Meerkrehs, Es 
New England Med, 257:1147 (Dec. 12) 1957. 
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